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CHEMICAL PATHOLOGY 


228. An Electrophoretic Study of Sérum and Pleural 
Fluid Proteins in Chest Diseases 
D. B. SHAw and V. A. L. Brews. Journal of Clinical 


Pathology [J. clin. Path.] 9, 251-254, Aug., 1956. 2 figs., 
5 refs. 


The protein content of the serum of 56 patients 
at the Bronchoscopy Clinic, Farnborough Hospital, 
Kent, with various chest diseases was analysed by paper 
electrophoresis; where a pleural effusion was present 
the protein content of the fluid was also analysed. 
Serial analyses of the serum were performed in 13 cases 
to assess progress. 

The «2-globulin fraction in 18 cases of bronchial 
carcinoma ranged from 10-6 to 23-8 (average 17:2) % of 
the total serum protein content, and in 8 cases of pleural 
effusion (3 neoplastic, 5 inflammatory) from 10-8 to 25-4 
(average 17-9) % compared with 8 to 15 (average 13) % 
in 23 normal subjects, 5-8 to 16-4 (average 11-1 )% in 
19 cases of bronchitis, bronchiectasis, or pneumonitis, 
and 6-6 to 19-4 (average 13-4) % in 6 cases of pulmonary 
tuberculosis. Serial analyses at monthly intervals 
showed that the serum «2-globulin value continued to 
rise in cases of carcinoma, but tended to fall in bronchitis 
and pneumonia as the acute initial disease subsided. 
In cases of simple effusion the high serum «@2-globulin 
level fell after absorption of the pleural fluid. Low 
«t2-globulin levels were found in the pleural fluid in 2 
cases of malignant effusion in contrast to the high level 
found in the serum in these cases. [Details of the results 
of analysis of the pleural fluid are not given.] 

J. E. Page 


229. Metalloenzymes and Myocardial Infarction. I. The 
Relation between Serum Copper and Ceruloplasmin and 
Its Catalytic Activity 

S. J. ADELSTEIN, T. L. Coomss, and B. L. VALLEE. New 
England Journal of Medicine [New Engl. J. Med.] 255, 
105-109, July 19, 1956. 4 figs., 20 refs. 


Ceruloplasmin is a metalloprotein enzyme containing 
0-34% of copper and capable of acting as an oxidase 
towards a number of substrates, including several poly- 
phenols, ascorbic acid, paraphenylenediamine, and 
benzidine. The investigation here reported from the 
Peter Bent Brigham Hospital (Harvard Medical School), 
Boston, establishes more firmly the relation between the 
copper content of human blood serum and the oxidative 
capacity of ceruloplasmin, already shown to be the 
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protein with which more than 90% of the copper in 
normal serum is combined. 

The serum copper concentration has been shown to be 
persistently raised in many pathological conditions— 
particularly acute myocardial infarction—and to under- 
go a gradual rise during thé course of pregnancy. The 
copper concentration and ceruloplasmin content and 
enzymatic activity were therefore determined in the 
serum of 6 male and 4 female normal subjects, 18 women 
in the second and third trimesters of pregnancy, and in 
8 elderly patients suffering from acute myocardial in- 
farction, the serum copper values being correlated with 
the ceruloplasmin content and its oxidase activity, as 
assessed by capacity to oxidize paraphenylenediamine 
and benzidine. (Details of the methods employed are 
given, with an assessment of their accuracy.) A linear 
relationship between the serum copper concentration, 
ceruloplasmin content, and enzymic oxidation of para- 
phenylenediamine was established for all three groups 
of subjects, indicating that ‘‘ both the acute rise in serum 
copper that follows infarction of the myocardium and 
the slow rise during pregnancy can be accounted for by 
an increase in the serum ceruloplasmin content”. In 
the patients with acute myocardial infarction, however, 
the capacity to oxidize benzidine was found to be con- 
siderably higher than would correspond to the increased 
copper content alone. No entirely satisfactory explana- 
tion for this striking disproportion can be given at 
present, although the authors suggest that a metal of the 
first transition group, sisal haem iron, may be 
involved. L. A. Elson 


230. Direct-reacting Bilirubin, Bilirubin Glucuronide, in 
Serum, Bile, and Urine 


R. Scumip. Science [Science] 124, 76-77, July 13, 1956. 
8 refs. 


Satisfactory chromatographic purification of the 
direct- and indirect-reacting forms of bilirubin present 
in the blood, bile, and urine has been prevented by the 
instability of these pigments. This difficulty has now 
been overcome at the National Institutes of Health, 
Bethesda, Maryland, by studying the more stable di- 
pyrromethene diazonium pigments obtained by treating 
the urine and serum of jaundiced patients or normal 
bile with an excess of diazotized sulphanilic acid dis- 
solved in dilute hydrochloric acid, 1 mole of bilirubin 
reacting with 2 moles of the reagent to yield 2 moles of 
hydroxypyrromethene diazonium salt. The azo-pig- 
ments obtained were first purified and extracted with 
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butanol and then separated by ascending paper chro- 
. matography with a solvent system consisting of 75 parts 
of ethyl methyl ketone, 25 parts of n-propionic acid, and 
30 parts of water. Direct-reacting bilirubin in the serum 
of jaundiced patients and almost all of the bilirubin in 
fresh bile and in the urine of jaundiced patients gave 
rise to an azo-pigment (B) with an R¢ value of 0-25 to 0-3. 
On the other hand the azo-pigment (A) from indirect- 
reacting serum bilirubin, crystalline bilirubin, and heated 
bile, had an R¢ value of 0-45 to 0-5. The absorption 
spectra in the visible range appeared to be identical for 
azo-pigments (A) and (B). 

Hydrolysis of repeatedly chromatographed azo- 
pigment (B) with N hydrochloric acid at 100°C. for 
1 hour or incubation with 8 -glucuronidase of animal or 
- bacterial origin resulted in complete conversion to azo- 
pigment (A), with quantitative liberation of glucuronic 
acid, from which it would appear that direct-reacting 
bilirubin is conjugated with 2 moles of glucuronic acid, 
probably at the «,a' hydroxy groups, though small 
amounts may also be present in bile and urine as a 
monoglucuronide. In jaundiced patients with bili- 
rubinuria the urinary bilirubin yielded almost exclusively 
azo-pigment (B); hence it would appear that the kidneys 
can excrete only conjugated (direct-reading) bilirubin, 
which is water-soluble. Free bilirubin, being insoluble 
in water, requires the addition of alcohol to initiate 
diazotization in the van den Bergh redction. 

Victor M. Rosenoer 


231. Relation between Uropepsin Excretion and Secre- 
tion of Gastric Juice 

E. R. Woopwarp, H. ScHAPIRO, and G. ARMSTRONG. 
Journal of Applied Physiology [J. appl. Physiol.] 8, 643- 
646, May, 1956. 3 figs., 23 refs. 


In a study of the relationship between gastric secretion 
and urinary pepsinogen excretion, carried out at the 
University of California, Los Angeles, gastric juice was 
aspirated under basal conditions and the overnight urine 
collected from 83 patients with peptic ulcer on three 
separate occasions. The average hourly output of gastric 
hydrochloric acid and pepsin for four 1-hour periods 
and the urinary pepsinogen content were determined. 

Hydrochloric acid secretion ranged from 0 to 30-02 
(mean 2°89) mEq. per hour and pepsin secretion from 
0 to 66,000 (mean 16,500) mg. tyrosine equivalents per 
hour, the Anson-—Mirsky method of estimation being 
used. There was a significant correlation between 
hydrochloric acid and pepsin secretion (r=0-45) but no 
significant correlation between urinary pepsinogen out- 
put and hydrochloric acid secretion (r=0-09) or pepsin 
secretion (r=0-18). The lack of correlation between 
gastric pepsin and urinary pepsinogen output under 
basal conditions is in disagreement with the findings of 
Janowitz et al. (Amer. J. med. Sci., 1950, 220, 679). 

The hourly urinary output of pepsinogen was further 
studied in 51 of these patients before and after surgical 
treatment. In 20 cases in which a two-thirds partial 
gastrectomy was performed the urinary pepsinogen 
excretion fell from a mean preoperative level of 36:3 
to 19-9 mg. tyrosine equivalents 2 weeks after the 


operation. In 12 cases in which vagotomy plus pyloro- 
plasty or gastro-enterostomy was carried out the average 
hourly pepsinogen output fell slightly from 39-1 pre- 
operatively to 32:2 mg. tyrosine equivalents post- 
operatively. However, in 12 patients subjected to vago- 
tomy plus resection of the gastric antrum (only 20 to 
25% of the stomach, including very little of the acid 
secreting portion, being resected) there was a marked 
fall in urinary pepsinogen output from a mean pre- 
operative level of 30-7 to a postoperative level of 14-2 
mg. tyrosine equivalents. Vagotomy alone, carried out 
on 7 patients with marginal ulcer who had previously 
undergone partial gastrectomy, was followed by a 
reduction in pepsinogen excretion, from a low mean 
preoperative level of 24-7 to a postoperative level of 
15-4 mg. tyrosine equivalents. 

The authors conclude that these results confirm the 
finding that vagotomy does not reduce urinary pepsinogen 
excretion in patients with duodenal ulcer. They seem 
to show that the level of such excretion is related essen- 
tially to the mass of normal gastric tissue present and 
not necessarily to the level of gastric secretory activity. 
The low urinary excretion of pepsinogen following vago- 
tomy and antrectomy remains unexplained. 

M. Lubran 


232. Enzyme Tests for the Detection of Glucose 

J. A. Hunt, C. H. Gray, and D. E. THoRoGoop. 
British Medical Journal [Brit. med. J.| 2, 586-588, 
Sept. 8, 1956. 2 figs., 4 refs. 


Two commercial tests which have recently been intro- 
duced for the detection of glucose in urine—‘“ tes-tape ” 
and “‘ clinistix ”°—hHave been examined at King’s College 
Hospital, London, for their reliability. In both, paper 
strips are impregnated with glucose oxidase and o-toli- 
dine; when the strip is dipped in urine containing 
glucose and withdrawn the glucose oxidizes in air to 
gluconic acid and hydrogen peroxide, the latter giving a 
blue colour with the o-tolidine. Tes-tape is supplied 
with a colour scale indicating various concentrations of 
glucose. 

In 89 samples of urine free of reducing substances the 
results were generally negative or showed very faint 
colour change with both tests. In 81 samples of urine 
containing 2 g. or more of glucose per 100 ml., as 
measured potentiometrically, tes-tape indicated a glucose 
content of 2 g. or more in all but 5 instances, and clini- 
stix gave a strongly positive result (+-+-+-) in all but 4. 
The glucose content in about half the samples was 
accurately measured by tes-tape, but considerable errors 
occurred in the remainder. A test for individual error 
among 5 trained observers in the examination of 42 
specimens showed some significant differences of inter- 
pretation, and these were considerable in a test with 8 
untrained observers. The tests are specific and are not 
affected by the presence of lactose, and will thus prove 
useful in antenatal and postnatal clinics. It is con- 
cluded that the tests are simple and likely to be of value 
in general medical practice, but they are not suitable for 
use by diabetic patients themselves, since they do not 
distinguish between concentrations of 0-5 g. and 5 g. 
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of glucose per 100 ml. and may thus mislead patient or 
clinician. The claim that tes-tape permits the accurate 
quantitative estimation of urinary glucose is not con- 
firmed. C. L. Cope 


233. Serum Glutamic Oxalacetic Transaminase in 
Certain Neurologic and Neuromuscular Diseases 

R. G. SreKerT and G. A. FLeisHer. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.) 31, 
459-464, Aug. 8, 1956. 15 refs. 

Serum glutamic oxalacetic transaminase activity was 
studied in 52 patients with neurologic diseases and found 
to be elevated in progressive muscular dystrophy, poly- 
myositis and dermatomyositis, and in gangrene of the 
toes. Amyotrophic lateral sclerosis, progressive mus- 
cular atrophy, myasthenia gravis, neuritis and nerve 
section were not associated with elevation of trans- 
aminase activity—[Authors’ summary. ] 


HAEMATOLOGY 


234. A Study of Isoagglutinin and Hemolysin Screening 
Procedures for Universal Donors 

H. CHAPLIN, M. C. WALLACE, and E. CHANG. American 
Journal of Clinical Pathology [Amer. J. clin. Path.| 26, 
721-735, July, 1956. 3 figs., 11 refs. ; 


The selection of safe “ universal-donor”’ blood for 
large-scale transfusion has been the subject of study for 
several years. The dangers of giving Group-O blood 
indiscriminately to patients of Groups A and B are 
well known, but attempts to devise a means of distin- 
guishing the two categories—safe for recipients of all 
groups and safe for Group-O recipients only—have so 
far met with partial success only. The methods pro- 
oosed have been based on the detection and measurement 
of anti-A and anti-B isoagglutinins, haemolysins, and 
‘ncomplete forms of anti-A and anti-B. 

The present study, carried out at the Blood Bank of 
ihe National Institutes of Health, Bethesda, Maryland, 
‘involved the exclusion of donors in whose blood the 
anti-A and anti-B isoagglutinin titres were greater than 
1:200 and those whose blood contained haemolysins. 
Three haemolysin tests were used in parallel, the first 
with undiluted serum less than 36 hours old, the second 
with undiluted serum to which was added an equal 
volume of selected fresh Group-O serum as a source of 
complement, and the third the same as the second, 
except that the serum was diluted 1 in 4. Each serum 
was tested with erythrocytes of Groups A; and B at 
37° C. for one hour and examined after gently mixing 
and then centrifuging at 1,000 r.p.m. for 2 minutes, the 
occurrence of total haemolysis in the first two tests or 
of any degree of haemolysis in the third being taken as 
sufficient reason for rejection of the donor. 

When these tests were carried out on 200 Group-O 
donors the rejection rates from the three haemolysin tests 
were from 45 to 60°%% and that from the agglutinin test 
50°%, while the rate from the haemolysin and agglutinin 
tests combined was approximately 65%. These high 
rejection rates make these methods impracticable for 
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screening when large quantities of blood are required. 
[In any case, the efficiency of these laboratory screening 
procedures would first have to be evaluated by trans- 
fusing the apparently safe Group-O blood into Group-A 
or Group-B recipients.] 
It was found that the age of the erythrocytes used in 
the haemolysin tests was important, cells more than 7 
days old being more prone to haemolysis than younger 
cells. The strength of the cell suspension was also 
important in that haemolysis was greatly reduced when 
the concentration was increased from 1 to 5%. Further- 
more, the authors showed that there was a semi-quanti- 
tative relationship between the strength of the cell 
suspension and the amount of complement present, and 
that for a haemolysin test a true excess. of complement 
must be present. I. Dunsford 


235. Du Bloods in Routine Rh-typing and Cross-matching 
Procedures 


GROvE-RASMUSSEN, N. DreisLer, R. S. SHAw, and 
E. CasNa. American Journal of Clinical Pathology 
[Amer. J. clin. Path.| 26, 736-743, July, 1956. 11 refs. 


At the Massachusetts General Hospital, Boston, the 
results were studied of various techniques for the detec- 
tion of the D" antigen in the blood of donors (to prevent 
the issue of cD%e/cde blood as rhesus negative), and 
for the detection of incompatibility between D" cells 
and anti-D antibodies in the recipient’s serum. Tests 
carried out on 200 specimens of blood containing the 
D#" antigen included (1) a saline tube technique with 
anti-D saline agglutinating serum, (2) a tube test with 
anti-D slide-test serum (obtained from a large pool of 
antisera fortified with bovine albumin), (3) a slide test 
with this serum, and (4) an indirect antiglobulin test 
with slide-test serum. The D® antigen was detected by 
these four tests in the following proportions of specimens 
tested: (1) nil, (2) 50%, (3) 25%, (4) 100% (or 92% when 
the cells were not suspended in saline). 

Compatibility tests were carried out with 14 different 
anti-D sera taken at random from immunized patients, 
the methods used being: (1) a centrifuge technique with 
a 2% suspension of erythrocytes in serum, (2) a similar 
technique with the addition of bovine albumin, and 
(3) the indirect antiglobulin (Coombs) technique. Tech- 
niques 1 and 2 were found to be unreliable for the 
detection of the D" antigen, but with the antiglobulin 
technique the incompatibility was detected in the 
majority of cases. 

The desirability is stressed of testing all apparently 
rhesus-negative donors for the D¥ antigen: when the ~ 
frequency of the type cD"e/cde is at all high (the authors 
found it in 9% of their series), and it is confirmed that 
the technique of choice both for this purpose and for 
detecting incompatibility is the indirect antiglobulin 
technique of Coombs. I. Dunsford 


236. The Thrombin Generation Test in the Diagnosis of 
Classical Hemophilia and Christmas Disease 

K. E. Ssoutn. Scandinavian Journal of Clinical and 
Laboratory Investigation [Scand. J. clin. Lab. Invest.] 
8, 138-144, 1956. 7 figs., 20 refs. 
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237. An Evaluation of Splenic Puncture 

J. W. Surecps and M. M. HaraGraves. Proceedings of 
the Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 
31, 440-453, Aug. 8, 1956. 3 figs., 22 refs. 


The diagnostic value of examination of the cellular 
elements in splenic aspirate obtained by the puncture 
technique was studied at the Mayo Clinic, the normal 
for this purpose being based on the differential count of 
5,000 nucleated cells in 5 aspirated specimens from each 
of 4 histologically normal spleens removed at operation. 
Of 60 cases of clinical splenomegaly the results of this 
examination were diagnostic in 9, confirmatory or 
helpful in 20, gave no information in 21, were confusing 
in 7, and definitely misleading in 3. The author states 
that the finding of more than 90°%% lymphocytes in splenic 
aspirate is not diagnostic of lymphocytic lymphoma, 
since this proportion, was present in specimens from 
healthy subjects and patients with other disease. Recog- 
nition of malignant or atypical cell forms may, however, 
be diagnostic. In splenic aspirate from healthy subjects 
the ratio of granulocytes to lymphocytes was so variable 
that little importance could be attached to this ratio in 
pathological specimens; however, the ratio of reticular 
lymphocytes to mature lymphocytes was considered to 
be significant. Hypersplenism, it is suggested, may be 
associated both with a relative and with an absolute 
increase in the number of reticular or immature lympho- 
cytes in the spleen. Janet Vaughan 


MORBID ANATOMY AND CYTOLOGY 


238. The Morbid Anatomy of Mycoses of the Central 
Nervous System. (K MHKO30B 
TPasIbHOK HEPBHOH CHCTEMBI) 

B. S. Kuominskil. Apxue JTamoaoeuu [Arkh. Patol.] 
18, 43-50, No. 4, 1956. 6 figs., 22 refs. 


The author describes, from the Institute of Neuro- 
surgery, Kiev, 2 cases of torulosis (cryptococcosis) with 
meningitis, of which only 2 previous cases, he states, 
have been reported in the Russian literature. The rarity 
of the disease is also supported by the fact that the 
present cases were found in a series of 1,193 necropsies 
performed on patients dying from diseases of the central 
nervous system. In one of the 2 cases, apart from 
meningitis, there were two “ tuberculoma-like ” lesions 
in the left hemisphere. Outside the nervous system 
Cryptococcus was found in the tracheo-bronchial lymph 
nodes (a presumptive path of infection) and in the spleen. 
The duration of the disease in the 4 reported cases ranged 
from one to 18 months. A. Swan 


239. Changes in the Central Nervous System of Children 
Suffering from Rheumatic Fever. (Msmenenua B UeH- 
HepBHOH CHCTeMe peBMaTHSMe y 
M. A. Izraww’sKAYA. Apxue [lamoaoeuu [Arkh. Patol.] 
18, 99-104, No. 4, 1956. 3 figs., 10 refs. 


From the Paediatric Institute (Academy of Medical 
Sciences), Moscow, the results are reported of the 
histological examination of necropsy material from 22 
children who died of rheumatic fever. The patients’ 
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ages ranged from 7 to 15 years, and the duration of the 
disease from 20 days to 8 years. The material was sub- 
divided into three groups. (1) The first group consisted 
of il cases described as “* dyscirculatory encephalo- 
pathy ’ which showed the following histological changes 
in the brain: congestion, perivascular lacunae and focal 
perivascular haemorrhages, degenerative changes in the 
vascular walls to the point of fibrinoid necrosis, degenera- 
tive changes and necrosis of the cortical nerve cells, and 
glial proliferation as well as marked proliferative 
changes in the ependyma. (2) “ Exudative meningo- 
encephalitis ** *, 6 cases. Here, as well as the changes 
observed in the first group, there was focal infiltration 
with polymorphonuclear leucocytes, lymphocytes, plasma 
cells, and histiocytes which was mainly perivascular, 
both in the meninges and in the substance of the brain. 
Glial proliferation was very marked. (3) There were 
5 cases of “ proliferative encephalitis”? in 2 of which 
the disease started as chorea. In this group the charac- 
teristic lesions were “ gliogranulomata”, which are 
described as distinct from Aschoff nodes and which 
consisted of lymphoid, histiocytic, and microglial cells. 
A, Swan 


240. Follicular Lymphoma. A Re-evaluation of Its 
Position in the Scheme of Malignant Lymphoma, Based 
on a Survey of 253 Cases 

H. Rappaport, W. J. WINTER, and E. B. Hicks. Cancer 
[Cancer (Philad.)| 9, 792-821, July—-Aug., 1956. 22 figs., 
34 refs. 


The authors have re-evaluated the histological criteria 
for distinguishing malignant lymphoma of follicular 
pattern from reactive follicular hyperplasia and suggest 
a classification of malignant lymphoma based on the 
cytological findings, with reference to 253 cases of 
malignant lymphoma recorded at the Armed Forces 
Institute of Pathology, Washington, D.C. In a useful 
table they assemble six architectural features and 4 cyto- 
logical features which serve to distinguish the two types 
of tumour. They point out that an appearance sug- 
gestive of follicular lymphoma can occur in more than 
one of the reticuloses and is not limited to the condition 
variously labelled Brill-Symmers disease or giant folli- 
cular lymphoblastoma. 

In their suggested classification they divide malignant 
lymphoma into five types: (1) lymphocytic type, well 
differentiated; (2) lymphocytic type, poorly differen- 
tiated; (3) a mixed lymphocytic and reticulum-cell type; 
(4) a pure reticulum-cell type; and (5) Hodgkin’s disease. 
In all of these five varieties the changes in affected lymph 
nodes may be of either the diffuse or the nodular type, 
those of nodular type being labelled Brill-Symmers 
disease. Thus the study of the histological detail of 
the follicles enables a follicular lymphoma to be placed 
in one of these 5 types. The commonest is the poorly 
differentiated lymphocytic type, which accounted for 
107 of the authors’ 253 cases. [This type seems to cor- 
respond to what is generally called the Brill-Symmers 
syndrome.] The mixed type was found in.81 cases, the 
well differentiated type in 25, the reticulum-cell type 
in 22, and Hodgkin’s type in 18. [It should be remem- 
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bered that this distribution was obtained in a population 
with an age and sex distribution very different from 
that of patients in normal hospital practice.] 

The authors found that follicular lymphoma tends to 
progress into a diffuse lymphoma of the corresponding 
cell type. The “‘ pure-cell ” lymphomata and Hodgkin’s 
disease tend to retain their cell composition in this 
process, but the mixed lymphocyte and reticulum-cell 
type nearly always progresses into reticulum-cell sarcoma. 
The time taken for the completion of this change from 
follicular to diffuse lymphoma varies greatly in individual 
cases and the follicular pattern cannot be linked with any 
certainty to a good prognosis ; but in cases in which the 
follicular pattern is retained prolonged periods of 
quiescence are more likely. 

From these studies the authors conclude that follicular 
lymphoma is not a distinct disease entity, but is simply 
one type of lymphoma. They urge that in all cases the 
cytology of the follicles should be studied so that the 
condition can be more accurately classified. 

M. C. G. Israéls 


241. A Study of Hiirthle-cell Tumors of the Thyroid 
Gland. Report of Nine New Cases 

D. C. CoLitins. A.M.A. Archives of Surgery [A:M.A. 
Arch. Surg.| 73, 228-240, Aug., 1956. 9 figs., biblio- 
graphy. 

While “* Hiirthle ”’ cells were first described in 1877 by 
Baber, who found them in dogs, Askanazy, in 1898, 
‘vas the first to describe such cells in man. The present 
iuthor suggests that the cell is only a variant of thyroid 
epithelium, representing an involutional or degenerative 
change. Over a 30-year period at the Hollywood— 
Presbyterian Hospital,’ Los Angeles, 1,410 operations 
‘vere performed on the thyroid gland, 82 of them for 
malignant disease. In only 9 of these 82 cases were 
Hirthle-cell tumours encountered. The patients were 
women with a history of pre-existing goitre for nearly 
8 years; their average age was 43 years. The results of 
operation were excellent, 8 out of 9 patients (one was 
lost to follow-up) being alive and well 2 to 9 years 
afterwards. The author considers that the tumour is of 
low-grade malignancy. Guy Blackburn 


242. Thymoma. A Review and Reclassification 
L. IvERSON. American Journal of Pathology [Amer. J. 
Path.] 32, 695-719, July—Aug., 1956. 17 figs., 13 refs. 


The name thymoma has been applied to a great 
number of mediastinal tumours of varying morphology. 
In an attempt to clear up this confusion the author has 
re-examined 50 cases diagnosed as thymoma taken from 
the files of the Armed Forces Institute of Pathology, 
Washington, D.C. Of these, only 27 were identified as 
true thymomata, the remainder being cases of semin- 
omatous tumour of the mediastinum, reactive changes 
in mediastinal lymph nodes, Hodgkin’s disease, lym- 
phoma, and possibly metastatic tumour. 

Thymoma is defined as a single entity but showing 
variation in morphological pattern which is related to 
the presence or absence of clinical evidence of myasthenia 
gravis. In 14 of the 27 cases there were no symptoms 
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suggestive of myasthenia gravis, and the histological 
examination of the tumours in this group showed essen- 
tially the stromal and cellular elements that are normally 
present in the thymus, although with considerable 
variation in arrangement and structure. In the remaining 
13 cases, however, there was a loose association of 
lymphocytes and large, watery, pale cells often arranged 
in cords or clusters around blood vessels. The presence 
of these large cells usually indicated that the patient had 
a history suggestive of myasthenia gravis, and it is 
therefore suggested that these cells may have an endo- 
crine function. In none of the 27 cases of true thymoma 
did metastases occur, and it is suggested that the majority 
of thymomata are locally extending tumours. 

Cases diagnosed as thymic carcinoma belong to the 
group of seminomatous tumours of the mediastinum; 
definite inclusions indicative of a relation to teratoid 
tumours were noted in some cases in this group. 
Localized hyperplasia of mediastinal lymph nodes, of 
which there were 5 cases in the series, is an important 
condition as it is often confused with thymoma and 
treatment given accordingly. All the patients so 
affected were free from symptoms, the lesion having 
been detected only at routine radiography. Histo- 
logically the condition is characterized by alterations in 
the germinal centres, simulating Hassall’s corpuscles; it 
is a non-specific reaction which is quite benign. 

R. G. Rushworth 


243. Histopathology of Scleroma (Rhinoscleroma). 

M. V. VofNo-YASENETSKIL and S. A. YAMPOL’SKAYA. 
A pxue Tlamoanoeuu [Arkh. 34-42, No. 4, 1956. 
13 figs., 22 refs. 


The authors present a review of the literature on 
rhinoscleroma and a discussion of the natural history 
of the disorder, illustrating various features in 13 adequate 
photomicrographs. They point out that the chronicity 
and progressive course of the disease depends upon the 
fact that Frisch’s bacillus, after being ingested by a 
macrophage, often survives and even multiplies in its 
host. The macrophage under these circumstances is 
transformed into the so-called. Mikulicz’s cell and a 
certain mode of co-existence, if not true symbiosis, is 
established between it and the indwelling bacilli, the 
infection being thus perpetuated. A. Swan 


244. Silicosis: the Topographic Relationship of Mineral 
Deposits to Histologic Structures 

P. Gross, M. L. Westrick, and J. M. MCNERNEY. 
American Journal of Pathology [Amer. J. Path.) 32, 739- 
775, July—Aug., 1956. 30 figs., 7 refs. 


The authors describe, from the Mellon Institute, Pitts- — 
burgh, a method for demonstrating the exact topo- 
graphical relationship of intrapulmonary deposits of 
inorganic dust to histological structures. In _ this, 
selected fields from sections of lung are photographed 
before and after the usual incineration and treatment 
with hydrochloric acid, and a composite print is made 
from the superimposed negatives. In this paper they 
report the findings in experimental silicotic lesions in 
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rats, and also in post-mortem sections of lung from 2 
cases of asymptomatic silicosis in elderly men which 
were studied by this method. 

The mineral pattern and mineral content of silicotic 
nodules were found to be very variable in both the rats 
and the human subjects. Since a silicotic nodule is 
believed to be produced by the irritation caused by 
silica embedded within the nodule, the absence of silica 
from many of the nodules examined is interpreted as 
being due to a process of demineralization. This concept 
of the mobility of silica deposits is supported by the 
finding of particles of silica lying free in the alveoli of 
animals which had been removed from exposure to dust 
for many months, and in those of the 2 men (both over 
70) who presumably had not been exposed to silica dust 
for several years. Moreover, when silica particles were 
found outside the interstitial tissues, they were usually 
located in alveolar spates which were in close proximity 
to partially demineralized nodules. In discussing the 
probable mechanism of demineralization the authors 
suggest that silica particles form an aqueous suspension 
in tissue fluid and are then transported by the movement 
of the fluid to unaffected portions of the lungs. The 
direction of a part of the pulmonary lymph flow is 
known to be towards the pleura, and a parallel flow of 
tissue fluid probably accounts for the deposition in the 
subpleural interstitial tissue and air-spaces, as well as 
in the pleura itself, always assuming that defects are 
present in the respiratory membrane. Demineralization 
is thus facilitated by oedema and inflammation, and 
in this study the most clear-cut examples of it were 
seen in pneumonic regions. The findings described are 


illustrated in the numerous photomicrographs which 


accompany the paper.. R. G. Rushworth 


245. Biliary Cirrhosis in Adults: a Study Based on 
Needle Biopsy of the Liver 

E.R. Movirr. Annals of Internal Medicine {Ann. intern. 
Med.) 45, 242-254, Aug., 1956. 9 figs., 12 refs. 


Biliary cirrhosis is amongst the possible diagnoses to 
be considered in cases of prolonged icterus, and the 
author of this paper from the University of California 
School of Medicine, San Francisco, and the Veterans 
Administration Hospital, Oakland, discusses the clinical 
and pathological characteristics of the disease, with 
particular reference to the use of needle biopsy of the 
liver in diagnosis. He notes that the classic features of 
the cirrhotic process are degeneration or atrophy, fibrosis, 
and regeneration, and suggests that, as evidence of 
regeneration is often lacking, the term “ biliary cirrhosis ” 
is, strictly speaking, a misnomer. 

Biliary cirrhosis may be secondary to obstruction of 
the extrahepatic bile ducts by stone or tumour, with or 
without superadded infection, or it may be primary, 
when only the microscopic intrahepatic ‘* cholangioles ” 
are affected. In both types the liver changes, such as 
degeneration, fibrosis, and possibly regeneration, are 
the consequences of the affection of the cholangioles, 
and although the pathogenesis of the two types is entirely 
different, their end-results may be similar and they may 
esemble each other clinically. Xanthomatous deposits 


may develop in cases of either type, being now believed 
to be secondary to prolonged hyperlipaemia and not, as 
was once thought, the cause of obstruction. 

Primary biliary cirrhosis develops mainly in women of 
robust constitution, whereas portal (Laénnec’s) cirrhosis 
is mostly a disease of men. Moreover, the liver dys- 
function seen from the start of the latter disease is absent 
until the later stages of biliary cirrhosis. The first 
symptoms are itching and jaundice, the itching often 
preceding the jaundice by some months. The liver is 
enlarged and tender and the urine becomes dark and 
the stools clay-coloured, but there is usually no abdominal 
pain, fat intolerance, or fever. There may be clubbing 
of the fingers and a disturbance of mineral metabolism 
leading to osteomalacia. The course of the disease is 
marked by remissions, but finally parenchymal liver 
damage and functional failure develop. In some cases, 
however, the disease may present a different early 
symptomatology—with loss of weight, fat intolerance, 
and fever—which may be mistaken for that of extra- 
hepatic biliary obstruction, and in such cases needle 
biopsy may save the patient from an unnecessary opera- 
tion. 

Microscopically, there are three main features which 
distinguish primary biliary cirrhosis from extrahepatic 
biliary obstruction: (1) the virtual disappearance of bile 
ducts from the portal space, in contrast to their pre- 
servation or even reduplication in secondary biliary 
cirrhosis and in portal cirrhosis; (2) the periportal 
instead of pericentral distribution of bile thrombi; and 
(3) the absence of “ bile lakes”. Unfortunately, how- 
ever, the histological picture is sometimes very different, 
and may not be sufficiently distinctive to enable the 
differentiation between primary and secondary biliary 
cirrhosis to be made. Nonetheless, the author concludes 
that the finding of characteristic changes in many cases 
warrants the performance of needle biopsy whenever 
biliary cirrhosis is suspected. E. Forrai 


246. Basement Membranes, Ground Substances, and 
Lymphocytic Aggregates in Aging Organs 

S. C. Sommers. Journal of Gerontology [J. Geront.]} 
11, 251-260, July, 1956. 10 figs., bibliography. 


Changes in basement membranes, ground substance, 
and lymphocytic aggregates in ageing tissue are reported, 
as observed during the past 5 years with improved 
staining methods such as the periodic-acid—Schiff and 
allochrome methods, and the techniques of Ritter and 
Oleson, McManus and Mowry, and Kramer and 
Windrum. Pressure or stretch in tissues leads to 
thickening of basement membranes; examples of this 
are to be found on the sole of the foot, in and around 
adenomata or cysts, in the bronchi in asthmatics, and in 
the bowel in regional ileitis. Conversely, atrophy of 
tissues—for example, in the ageing kidney—is accom- 
panied by thinning and disappearance of basement 
membranes. Absence of basement membranes is com- 
monly associated with a local lymphocytosis. It is 
suggested that ground substance normally “ protects” 
parenchymal cell proteins from exposure. 

. A. Wynn Williams 
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247. Suggested Modification of the Kligman—Mescon-— 
Sharvill Method for the Demonstration of Fungi. (Pro- 
posta di alcune modifiche al metodo di Kligman- 
Mescon-Sharvill per la ricerca dei miceti) 

2. TAGLIAVINI. Archivio italiano di dermatologia, sifilo- 


srafia e venereologia (Arch. ‘ital. Derm.] 28, 160-162, 
2 refs. 


The author describes, from the University Dermato- 
‘ogical Clinic, Modena, his technique for the demonstra- 
ion of fungal elements in skin scrapings, which is a 
nodification of that of Sharvill (Brit. J. Derm., 1952, 
»4, 329). The scrapings are placed in 10% potassium 
»ydroxide on a slide, covered with a large cover-slip, 
ond held for a few seconds over the flame of a bunsen 
ourner, after which 2 to 3 ml. of distilled water is 
illowed to run from a Pasteur pipette under one edge 
_f the cover-slip while suction by means of blotting paper 


: » exerted from the opposite edge. The preparation is 
2 hen blotted dry and the cover-slip, which should be 
> ressed evenly down before being pulled away hori- 
y _ontally, allowed to dry at 37°C. in an incubator. 

i] ‘taining with periodic-acid—Schiff is carried out as sug- 
d :ested by Sharvill, except that after 10 minutes in 
ln “chiff’s reagent the preparation is immersed 3 times for 
t, (ne minute in a solution composed of distilled water, 

e *) ml., concentrated hydrochloric acid, 0-5 ml., and’ 
-y potassium metabisulphite to 10% per ml. This is 

25 followed by washing in distilled water and the prepara- 

es t.on is then dehydrated and mounted in the usual way. 

er \lycelial elements stain strongly violet-red. 

It is stressed that omission of the washing with alcohol 

iicreases fixation of the material. F. Hillman 
nd 248. The Morphology of Treponema pallidum 

P.J. L. Sequeira. Lancet [Lancet] 2, 749, Oct. 13, 1956. 
it.) 4 figs., 7 refs. 

The author, working at the Royal Free Hospital, 
ce, London, has investigated the morphology of Treponema 
ed, pallidum—mainly the Nichols strain and organisms from 
yed two cases of active syphilis—and several other treponemes 
ind by dark-field microscopy at a magnification of x 1,500. 
und Of 20 organisms in a suspension of the Nichols strain 
and = examined initially, 6 appeared to have a left- and 6 a 

to right-hand spiral, and in 8 no evidence of direction was 
this obtained. When observed from various angles as they 
und § drifted across the field the organisms did not show the 
din § characteristics to be expected of a spiral,-and further 
Of examination suggested that the curves all lay in one 
om- plane. All the static appearances observed under the 
nent § microscope could be simulated by wire models of flat 
om- @ wave form, whereas they could not be reproduced with 
pe a spiral model without gross distortion. The only 


feature seen which was inconsistent with the flat form 
was “rotation round the long axis of the organism, 
associated with an appearance like the thread of a screw 
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passing along its length’. However, detailed study 
showed that this form of motility consisted in a wave of 
activity starting at one end or in the middle of the 
treponeme and passing along it, each loop in turn’ 
rotating through about 180 degrees. 

The treponemes from active cases of primary syphilis 
had the same characteristics, as did a strain of T. pertenue, 
but a strain of Borrelia perfringens was a true right-hand 
spiral; moreover, it moved rapidly through the suspend- 
ing medium when rotating around its long axis, whereas 
T. pallidum showed no such translational movement with 
similar “‘ rotation”’. Further examination of more than 
200 strains of 7. pallidum have confirmed that this 
organism is flat, though the plane in which the waves 
lie may be twisted through an angle up to 180 degrees 
over its length. 

The taxonomic implications of these findings are 
briefly discussed, it being pointed out that 7. pallidum, 
the type species of the Treponemata, does not now appear 
to conform to the description of the genus. 


F. Hillman 


249. Aetiology of Juvenile Diarrhoea. Laboratory In- 
vestigation of Specimens Referred from General Practices 
in North-east London 

M. E. M. THomas and R. E. CHarter. British Medical 


Journal [Brit. med. J.] 2, 339-341, Aug. 11, 1956. 
14 refs. 


In a study of juvenile diarrhoea and its relation to age, 
sex, and seasonal incidence specimens of faeces from 
1,135 children under the age of 4 years who suffered an 
attack of diarrhoea during the years 1952-4 were 
examined at the Edmonton Public Health Laboratory, 
London, with a view to assessing the incidence of the 
various pathogens. 

Specific serotypes of Escherichia coli were isolated 
from 13% of cases occurring in babies under 12 months 
of age and from 10-2% of patients aged 12 to 23 months. 
In older children the incidence of this organism showed 
a sharp fall, to 3-7% and 1-6% among those aged 2 and 
3 years respectively. It was shown at the Salmonella 
Reference Laboratory, Colindale, that serotypes 026, 
O111, and O55 together accounted for nearly two-thirds 
of E. coli infections recognized. Shigella sonnei was 
found in less than 7% of all the patients below 24 
months, but more frequently in the older age group. 
Salmonellae were found in 3-2% of infections, and nearly 
all of these were due to Salmonella typhi-murium. 
Excess fat globules were present in the stools of 13% of 
cases, this being almost always an independent ab- 
normality, and not a complication of the symptom of 
diarrhoea. The significance of this finding is discussed. 

Proteus strains were found more often in children 
under 24 months of age than in older children, the 
incidence in the two groups being about 12% and 3% 
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respectively. Diarrhoea was more common in the winter 
than in the summer and boys were affected more often 
than girls. E. G. Rees 
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250. Antibodies to APC Virus Type 8 in Epidemic 
Keratoconjunctivitis 

E. Jawetz, P. THyGeson, L. HANNA, A. NICHOLAS, and 
S. Kimura. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol. (N.Y.)] 
92, 91-95, May, 1956. 7 refs. 


The infectious eye disease epidemic keratoconjunc- 
tivitis (E.K.C.) occurs in many parts of the world, but a 
specific causative agent (probably a virus) has not been 
isolated. The authors, working at the University of 
California, San Francisco, have therefore examined 70 
specimens of serum from patients from various centres 
in the United States, Canada, Switzerland, Italy, and 
Japan, 140 sera from patients not suffering from the 
disease being also examined as a control. The presence 
of neutralizing antibodies for adenoidal—pharyngeal— 
conjunctival (A.P.C.) virus, Type 8, was particularly 
looked for in all specimens (details of the technique 
used, including the preparation of the antigen, are 
given). It was found that such neutralizing antibodies 
were present in serum at a dilution of 1 : 10 in at least 
86% of the sera tested, rising to 100% of 13 speci- 
mens from Italy. The control sera contained very few 
neutralizing antibodies (average less than 7°) although 
one-third of 12 specimens from Japan did give a positive 
result, which is probably explained by the high endemic 
level of E.K.C. in Japan at the present time. The titre 
of neutralizing antibodies was also examined. Of 60 
patients with typical E.K.C., 62% had a titre of 1 : 40 
or more and 87% had a titre of over 1 :-20. Similarly, 
in 8 of the 10 cases of atypical E.K.C. the titre was 1 : 20 
or more. Of the 140 control specimens, only 2:2°% 
showed a titre of 1:20 or higher. Of paired sera 
obtained from 18 individuals, all but one reached a 
neutralizing-antibody titre of 1 : 10 or greater at some 
time during the illness. 

Because of the antigenic relationship between different 
members of the group of A.P.C. viruses the possibility of 
heterotypic antibody was considered, and as A.P.C. 
virus Type 3 is a common cause of external eye 
infection some of the sera were also tested for a possible 
cross-reaction. This showed that an increase in the 
titre to A.P.C. Type 8 was not accompanied by a rise in 
titre to A.P.C. Type 3 in patients with E.K.C. Con- 
versely, 10 pairs of sera from individuals with infections 
due to A.P.C. virus Types 2, 3, and 6 did not show a 
significant rise with A.P.C. virus Type 8. During this 
investigation it was observed that serum from patients 
reported as having E.K.C. before 1951 did not contain 
antibodies, so that a review of the aetiology of cases of 
E.K.C. occurring before that date was not possible. The 
outbreaks of E.K.C. in America up to 1950 have been 
attributed to a virus “‘ E.K.”’ (related to the virus causing 
St. Louis encephalitis), but the sera tested in this investi- 


gation did not contain any neutralizing antibodies to 
this virus. Although the authors’ results suggest that 
A.P.C. virus Type 8 or a similar antigenic agent is 
possibly the cause of epidemic keratoconjunctivitis, they 
stress that it will be necessary to carry out further 
investigations, including experimental inoculations of 
human volunteers, before this can be finally confirmed. 
R. F. Jennison 


251. Characterization of Influenza Antibodies by Serum 
Absorption 

K. E. JENSEN, F. M. DAVENPORT, A. V. HENNESSY, and 
T. Francis. Journal of Experimental Medicine [J. exp. 
Med.| 104, 199-209, Aug. 1, 1956. 5 figs., 11 refs. 


Previous studies of the patterns of antibody response 
to the injection of monovalent influenza virus vaccines 
in subjects in different age groups “indicated that 
influenza antigens experienced early in life produced a 
continuing specific effect on antibody formation”. In 
the investigation reported in this paper from the Uni- 
versity of Michigan School of Public Health, Ann Arbor, 
the authors subjected this interpretation to test by absorb- 
ing the antibodies against single virus strains from sera 
from subjects of 3 age groups (4 to 10, 17 to 25, and over 
30 years) and from ferrets successively infected with 
several antigenically different, but related, strains of 
influenza virus, and measuring the titre of the remaining 
haemagglutination-inhibiting antibodies against other 
strains. . 

Antibodies against all three test strains used (the Swine, 
PR8, and FMI strains of Type-A influenza virus) were 
detected only in the pooled sera from the adult group 
before vaccination. Absorption of these sera with 
erythrocytes coated with the Swine strain removed the 
antibodies against all three strains, whereas absorption 
with the PR8 or FMI strain reduced activity against 
the other two strains, but did not completely remove it. 
No antibody against the Swine strain was found in pooled 
sera from the intermediate group, and in absorptive 
reactions only the antibody against the absorbent strain 
was completely removed, with limited reduction -of 
activity against the others. Antibody against the FM1 
strain only was found in the children’s sera, and absorp- 
tion with the Swine and PR8& strains had little effect on 
its level. After vaccination with the Swine strain, anti- 
body against this strain in sera from the adult group was 
resistant to absorption by the PR8 and FM1 strains, 
although after vaccination with the FM1 strain anti- 
Swine activity, which was high, was largely removable 
by FMI and to a lesser extent by PR8.. Conversely, in 
sera from children vaccinated with the Swine strain 
antibody against this strain was completely absorbed by 
FMI but was not greatly reduced by PR8. In the 
intermediate group no antibody against the Swine strain 
was produced by vaccination with the PR8 or FMI 
strains, whereas after vaccination with the Swine strain 
antibody against this strain was completely reactive with 
PR8 and FMI; activity against PR8 after vaccination 
with this strain was removed only by absorption with 
PR8, while the high level of antibody against PR8 
induced by vaccination with the Swine strain was partly 
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resistant to absorption with the Swine and FM1 strains. 
In children vaccination with the FMI strain did not 
produce activity against the PR8 or Swine strains, while 
after PR8 vaccination activity against this strain was 
greatly reduced by absorption with FM1. 

These results suggest that the adult group had probably 
had a primary antigenic stimulus with the Swine strain, 
the intermediate group with the PR8 strain, and the 
children with the FM1 strain, and that the FM1 strain 
is more closely related to the Swine than to the PR8& 
strain. 

Antibody activity found in the serum of ferrets after 
successive infections with different strains of influenza 
virus confirmed that the strain first encountered so 
impresses the antibody-forming mechanisms that any 
subsequent infection with a strain of the same type, but 
slightly different antigenically, will stimulate the pro- 


_ duction of antibody reactive with the former as well as 


the latter strain, while absorption with the strain initially 
encountered will remove antibody against all strains of 
the same type. A. Ackroyd 


252. Ethylene-glycol Extracts of Leptospirae in Com- 
plement-fixation Tests 
T. Murascut, O. CLEMoNs, and V. TompKINs. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol. (N.Y.)] 92, 274-277, 
June, 1956. 19 refs. 


Ethylene glycol extracts of leptospirae have been used 
experimentally by the authors in the laboratories of the 
New York State Department of Health, Albany, in a 
search for a serological test for the diagnosis of lepto- 
spirosis. Such extracts retain their activity when stored 

—20° C. or at 3° to 6° C. for at least 3 months and 
can be used for aggiutination or for complement-fixation 
tests. They are of high sensitivity for the detection of 
leptospiral antibodies. Franz Heimann 


253. Ox Cell Hemolysins in Infections Mononucleosis 
and in Other Diseases 

E. T. PETERSON, R. L. WALFORD, W. G. FIGUEROA, and 
R. CHISHOLM. American Journal of Medicine [Amer. J. 
Med.) 21, 193-199, Aug., 1956. 1 fig., 8 refs. 


The authors have evaluated the ox-cell heemolyain 
test in the diagnosis of infectious mononucleosis, the 
351 cases studied at the Veterans Administration Center 
(University of California), Los Angeles, including 23 
definite, 6 probable, and 3 doubtful cases of infectious 
mononucleosis, 29 of infective hepatitis, 6 of leukaemia, 
8 of lymphoma, 20 of respiratory disease, and 256 of 
miscellaneous disease. 

Of the 23 patients with definite infectious mono- 
nucleosis, 21 had an ox-cell haemolysin titre-of at least 
1 : 480 (the level considered by the authors as strong 
presumptive evidence of infectious mononucleosis); of 
the remaining 2 patients the titre was 1 : 240 in one 


and there was a negative result in the other. In 5 of | 


these 23 cases the heterophil-antibody titre was below 
1:80. All the patients other than those with definite 
or suspected infectious mononucleosis yielded negative 
or non-diagnostic ox-cell haemolysin titres, although a 


slight elevation of titre was sometimes found in cases 
of infective hepatitis. One only of the 351 patients 
yielded a false positive result. 

Out of 40 determinations performed simultaneously 
on samples of serum taken at intervals from 8 of the 
patients with infectious mononucleosis, diagnostic titres 
were recorded 32 times for ox-cell haemolysin and 23 
times for heterophil antibody. In most cases the ox-cell 
haemolysin titre was found to attain diagnostic signifi- 
cance during the Ist week of illness and to remain 
significantly raised beyond the 6th week. A prompt 
rise and slow fall in titre was the general rule, this 
improving the chances of a positive result being obtained 
in sera examined at random during the illness. 

The authors consider the ox-cell haemolysin test to 
be more valuable than the heterophil-antibody test and 
probably of equal specificity in the diagnosis of infectious 
mononucleosis. In doubtful cases they advise the per- 
formance of both tests. Joyce Wright 


254. Determination of Neutralizing Antibodies against 
Mumps Virus in HeLa Cell Cultures 

F, DemnHARDT and G. HENLE. Journal of Immunology 
[J. Immunol.] 77, 40-46, July, 1956. 3 figs., 15 refs. 


Determination of the titre of neutralizing antibodies 
is the most reliable method of estimating immunity to 
mumps. This paper from the University of Penn- 
sylvania School of Medicine, Philadelphia, describes a 
method of measuring these antibodies which the authors 
claim to be readily reproducible and applicable to large- 
scale testing; it is based on their previous observation 
(Proc. Soc. exp. Biol. (N.Y.), 1955, 89, 556; Abstracts 
of World Medicine, 1956, 19, 267) that the virus of 
mumps is capable of multiplication in tissue cultures of 
epithelial cells derived from a human cancer, Strain HeLa, 
but does not cause degenerative changes in these cells in 
the presence of neutralizing antibody. 

Samples of serum obtained from patients in the acute 
stage of mumps and also from convalescent patients 
were inactivated at 56°C. for 30 minutes and stored at 
—20°C. till used. The mumps virus used in the routine 
tests in tissue culture was an amnion-adapted strain of the 
fourth passage, two other, differently adapted, strains 
of mumps virus, which are described, being used for 
comparison. For the neutralization tests a cell suspen- 
sion was prepared from mature HeLa-cell bottle cultures. 
Serial twofold dilutions of serum were inoculated 


~ with seed virus and incubated for one hour at 37° C., 


or for 12 to 18 hours at 4° C., after which the cell sus- 
pension was added. As controls, a standard serum and 
also several previously tested sera were included and a 
virus titration in tenfold steps was performed with each 
test. After 3 days at 37°C. the tubes were read and 
evaluated according to the percentage of cells showing 
cytolysis and degeneration. A serum dilution prevent- 
ing destruetion of about half the cells was regarded as 
the end-point. 

The three differently adapted strains of mumps virus 
gave similar titres. The amniotic strain was chosen for 
routine tests since it can be grown readily, is stable on 
storage, and the results obtained with it are reproducible 
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A comparison between neutralization test results in the 
chick embryo and in tissue culture showed certain dis- 
crepancies, in that tests giving low titres in HeLa cells 
gave even lower titres in the chick embryo, while those 
with high titres in tissue culture gave higher titres in the 
embryo. A comparison of the results of neutralization 
tests in tissue culture and of complement-fixation tests 
indicated that two different antibodies are measured by 
these techniques. R. B. Lucas 


255. Diagnosis of Poliomyelitis by Means of Virus 
Isolation and Neutralisation Tests, with Some Remarks 
on the Heterotypic Antibody Response. [In English] 

N. OKER-BLom, H. STRANDSTROM, and K. LAPINLEIMU. 
Annales medicinae experimentalis et biologiae Fenniae 
[Ann. Med. exp. Biol. Fenn.] 34, 319-327, 1956. 10 refs. 


256. Hyperimmune Vaccinal Gamma Globulin. Source, 
Evaluation, and Use in Prophylaxis and Therapy 


C. H. Kempe, T. O. BerGe, and B. ENGLAND. Pediatrics 
[Pediatrics] 18, 177-188, Aug., 1956. 12 refs. 


At the University of California School of Medicine, 
San Francisco, the authors have prepared hyperimmune 
vaccinal gamma globulin from the blood of 320 ** maxi- 
mal skin reactors ”’ out of a group of 1,200 army recruits 
recently vaccinated against smallpox, 5 ml. of the final 
product containing the antibodies of about one [U.S.] 
pint (454 ml.) of blood. The antibody content was 
assessed initially by means of a skin-neutralization test 
in rabbits, but later by virus-neutralization tests on 
embryonated eggs. The hyperimmune serum had at 
least three times the antibody content of ordinary 
gamma globulin. The following field trial was then 
carried out at Madras, India. The family contacts 
(131 in number) of 29 patients admitted to the Infectious 
Disease Hospital with smallpox were seen in their homes 
where they were vaccinated or re-vaccinated against 
smallpox, one group of 56 contacts being given in 
addition the hyperimmune vaccinal gamma globulin in 
a dose of 0-2 ml. per Ib. body weight for adults, 0-05 ml. 
per Ib. for children, and 0-1 per lb. for infants under 
one year (0-44, 0-11, and 0-22 ml. per kg. body weight 
respectively). In the group of 75 persons given vac- 
cination but no gamma globulin 8 secondary cases of 
smallpox occurred, 5 of them in children under the age 
of 5, of whom 3 died. Among the 56 persons who 
received gamma globulin as well there were 2 secondary 
cases of smallpox, of which one was fatal. The pro- 
portion of children and infants was the same in both— 
admittedly small—groups. 

The hyperimmune gamma globulin was also used in 
the United States to prevent or treat dermal complica- 
tions of vaccination. In 3 infants with eczema so treated 
primary vaccination did not cause eczema vaccinatum, 
and 6 further infants with eczema were protected against 
it after known accidental exposure to vaccinia. Out of 
14 infants with established eczema vaccinatum, 12 sur- 
vived, while 2, who were given gamma globulin only on 
the fifth day of illness, died. In 8 cases of generalized 
vaccinia no further lesions appeared after the administra- 


tion of gamma globulin. Of 7 reported cases of progres- 
sive vaccinia (gangrenosa), the condition was associated 
with complete agammaglobulinaemia in 3 cases and with 
failure to produce antibody in the presence of a normal 
serum globulin content in 4. The only child among 
these 7 who received gamma globulin survived. 

F. Hillman 


257. Vaccination against Whooping-cough. Relation 
between Protection in Children and Results of Laboratory 
Tests 

MEDICAL RESEARCH COUNCIL WHOOPING-COUGH IMMU- 
NIZATION COMMITTEE. British Medical Journal [Brit. 
med. J.| 2, 454-462, Aug. 25, 1956. 1 fig., 12 refs. 


In this report of the Whooping-cough Immunization 
Committee of the Medical Research Council, two series 
of field trials are described in which 28,799 children were 
followed up for an average of 2 years after inoculation 
with pertussis vaccines. In the first series of trials, in 
1948-51, 9 vaccines were used and the results were poor; 
in the second series, in 1951-4, 5 different vaccines were 
employed and all gave substantial protection against 
-whooping-cough. While the individual vaccines differed 
from one another to some degree, those used in the second 
series differed greatly from those used in the first, and 
were more uniform. In the second series also the 
number of subcultures of the Haemophilus pertussis 
strain was limited, and the efficacy of the vaccines was 
compared with that of a reference vaccine supplied by 
the Michigan Department of Health. Severe local or 
general reactions were not encountered in these trials, 
and there was little evidence that injection of pertussis 
vaccine precipitated convulsions or initiated serious 
cerebral damage. In 3 cases of poliomyelitis which 
occurred within 28 days of the injection the site of 
paralysis was confined to the injected limb. 

At the same time as the field trials were in progress 
laboratory tests were carried out to determine the ability 
of the -vaccines to protect mice against intracerebral 
pertussis infection and to produce specific agglutinins in 
children and mice. There was a correlation between 
protection in children and the results of these tests. 
The report states, however, that the agglutinin tests 
were less reliable than the intracerebral challenge test, 
and that the results obtained with the former do not 
necessarily run parallel with the protective potency of 
the vaccine under investigation. The mouse intra- 
cerebral challenge test is therefore considered to be the 
most satisfactory for testing the potency of pertussis 
vaccine. A British standard vaccine, against which the 
potency of other vaccines may be assayed, has been 
prepared from the vaccine V 12 (used in the second series 
of field trials) which seemed to give the best protection; 
it is preserved by freeze-drying in 6% dextran. No 
instability has been detected in the dried standard 
vaccine. The report concludes: “...in future only 
those pertussis vaccines which have been shown by the 
intracerebral mouse-protection test to have an adequate 


potency in relation to the British standard pertussis 


vaccine should be issued for use in children ”’. 
R. F. Jennison 


5 
| 
in 
3 re 
ar 
m 
2: 
A 
H 
of 
1S 
tit 
ar 
bl 
dr 
ac 
<a 
fo 
m 
1 
l 
in 
= du 
gr 
pr 
4 qT 
WwW 
of 
ve 
uf pe 
ar 
at 
ve 
an 
in 
in 
Hi 


Pharmacology 


258. The Anticoagulant Action of Chiorazol Fast Pink 
C. Merskey and N. Sapeika. British Journal of 
Haematology [Brit. J. Haemat.| 2, 276-282, July, 1956. 
5 figs., 12 refs. 


Chlorazol fast pink BKS has an anticoagulant action 
when given parenterally. Subcutaneous administration 
produces a more prolonged effect than intravenous 
injection. Its action resembles that of heparin and it is 
neutralized by protamine sulphate. The dye appears to 
produce its effect by inhibiting the thrombin-fibrinogen 
reaction. It also causes some inhibition of the formation 
and action of plasma thromboplastin. 

_ The possible value of this type of compound in human 
medicine is discussed.—[Authors’ summary.] 


259. The Antiarrhythmic Action of Ambonestyl (2- 
Diethylaminoethyl isonicotinamide, MC-4112) 

A. SJOERDSMA, H. MALING, H. W. Pratt, J. AXELROD, 
H. J. KAyYDEN, and L. L. Terry. New England Journal 
of Medicine [New Engl. J. Med.| 255, 213-216, Aug. 2, 
1956. 7 refs. 


In an investigation directed towards finding a drug 
which will control cardiac arrhythmia but at the same 
time has not the undesirable side-effects of quinidine 
and procainamide, the authors tried ‘“‘ ambonestyl ”’. an 
analogue of procainamide. It was given by mouth and 
by intravenous injection, and daily estimation of the 
blood level revealed that there was no tendency for the 
drug to accumulate in the body. It was tested for its 
action against cardiac arrhythmia produced in dogs and 
cats by intravenous injection of adrenaline during chloro- 
form administration. 

It was found that the protective dose was approxi- 
mately 100 mg. per kg. body weight compared with 
1 to 30 mg. per kg. body weight for procainamide and 
| to 4 mg. per kg. for quinidine. Ambonestyl was tried 
in 36 patients with various types of cardiac arrhythmia 
due to arteriosclerotic or rheumatic heart disease. 
During intravenous infusion of the drug electrocardio- 
graphic tracings were taken continuously and the blood 
pressure and pulse rate were recorded every minute. 
The total dose was in the region of 2:5 g. Arrhythmia 
was completely suppressed in only one out of 12 cases 
of ventricular arrhythmia. In 9 cases of combined 
ventricular and supraventricular arrhythmia there was a 
poor response, and in 11 cases of supraventricular 
arrhythmia the drug was without effect. Of 5 cases of 
atrioventricular dissociation, the drug caused premature 
ventricular contraction in 2 cases and ventricular tachy- 
cardia and convulsions in one; these are very serious 
and undesirable effects. Ambonestyl did not appear to 
influence the P-R interval or the QRS segments, but 
in a quarter of the cases the Q-T interval was prolonged. 
Hypotension was not a problem. 

It is concluded that this drug is inferior to procain- 
amide. G. S. Crockett 
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260. Clinical Studies on a New Cardiac Glycoside, 
Acetyldigitoxin 

S. J. SHan, S. RuBLER, and R. E. Weston. Journal of 
the American Medical Association [J. Amer. med. Ass.} 
161, 1543-1547, Aug. 18, 1956. 16 refs. ' 


Acetyldigitoxin is a purified cardiac glycoside prepared 
by enzymatic cleavage of a glucose molecule from the 
molecule of lanatoside A. At Montefiore Hospital, 
New York, this drug has been given during the past 
2 years to 80 patients suffering from cardiac failure; 
of these, 18 had not previously received any digitalis 
treatment, while the remaining 62 were given acetyl- 
digitoxin in place of a maintenance dose of another 
preparation of digitalis. The dosage of acetyldigitoxin 
was 0-8 to 1-2 mg. initially followed by 0-4 mg. every 
4 to 6 hours until maximum benefit was obtained; 
thereafter a suitable maintenance dose was determined, 
which ranged from 0-1 to 0-4 mg. daily.~ The “ net 
digitalization dose” of acetyldigitoxin over 24 hours 
(total digitalizing dose less daily maintenance dose) 
ranged from 1-5 to 3-6 mg. 

It was estimated that two-thirds of an oral dose of 
acetyldigitoxin was absorbed, and that about 10% of 
the amount present in the body was dissipated daily. 
The authors found that 0-1 mg. of this drug was equi- 
valent in efficacy to 0-25 mg. of digoxin and about 0-1 mg. 
of digitoxin. The onset of the therapeutic response 
was more rapid with acetyldigitoxin than with digitoxin 
and about the same as that with digoxin. Acetyl- 
digitoxin was excreted more quickly than digitoxin, and 
toxic effects in patients with severe congestive failure 
disappeared within 24 to 72 hours of withholding the 
drug. The authors conclude that acetyldigitoxin is a 
highly satisfactory cardiac glycoside, resembling digoxin 
rather than digitoxin. Bernard Isaacs 


261. Clinical Trial of a New Peroral Diuretic, 1-Allyl- 
3-ethyl-6-amino-uracil, Mictine. [In English] 

N. I. NissEN and B. ZACHAU-CHRISTIANSEN. Acta 
medica Scandinavica {Acta med. Scand.| 154, 349-357, 
June 9, 1956. 2 figs., 15 refs. 


A new diuretic, aminometradine (1-allyl-3-ethyl-6- 
amino-uracil; ‘* mictine”’), for oral administration was 
tried at the Frederiksburg Hospital, Copenhagen, on 
66 patients, the majority of whom had heart disease with 
varying degrees of decompensation, while a few had 
cirrhosis of the liver or nephrosis. The patients were 
divided into two groups, one group receiving four 200- 
mg. tablets of aminometradine daily for 3 consecutive 
days weekly, and the second group receiving the same 
daily dosage of 800 mg. continuously for 10 days. The 
maximum output of urine occurred 24 hours after the 
drug was given and then fell in spite of continued ad- 
ministration. The response to 800 mg. of the drug daily 
for 3 days was of the same magnitude as that produced by 
injection of 1 ml. of “ thiomerin” (mercaptomerin). 
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Troublesome side-effects, including nausea, vomiting, and 
diarrhoea, were noted in 23 patients, by 2 of whom the 
3-day course could not be completed. I. Ansell 


262. A Class Experiment on Ganglion Block in Human 
Subjects 

W. D. M. Paton and H. STeinBerG. British Medical 
Journal [Brit. med. J.] 2, 622-626, Sept. 15, 1956. 
5 figs., 3 refs. 


The effects of the ganglion-blocking agent hexa- 
methonium on normal subjects have been studied in 
members of the class in human pharmacology at Uni- 
versity College, London. The tests have been running 
for 4 successive years, enabling observations to be made 
on more than 70 students. The dose of the drug was 
25 mg. administered subcutaneously. 

Different subjects varied greatly in the magnitude and 
distribution of their responses. The incidence of various 
ganglion-blocking effects among 41 subjects for whom 
complete records were obtained were as follows, the 
criteria adopted being given in each case: (1) fallin 
body temperature (0-2° C. or more), 90-2%; (2) rise in 
skin temperature (2° C. or more), 756%; (3) reduction 
in supine systolic blood pressure (10 mm. Hg or more), 
683%; (4) reduction in standing systolic blood pressure 
(20 mm. Hg or more), 65-9%; (5) increase in supine 
pulse rate (10 beats a minute or more), 48-8%; (6) 
reduction in salivary secretion in response to moderately 
acid stimulus (1 g. or more in one minute), 48-8%; 
(7) increase in standing pulse rate (20 beats a minute 
or more), 46:3%; (8) reduction in reaction of pupil to 
standard light stimulus (change in size of pupil reduced 
by 0-8 mm. or more, or total change less than 0-4 mm.), 
39%; and (9) reduction in visual accommodation at 
near point (1 dioptre or more), 36°6%. 

The incidence of effect on the various autonomic 
functions tested was different in every one of the 41 
subjects. Thus variability in response to hexametho- 
nium is as great in normal subjects as in hypertensive 
patients, and “‘ may be regarded as a result of the varying 
autonomic constitution of different individuals ”’. 

L. A. Elson 


263. Nalorphine, a Potent Analgesic in Man 

A. S. Keats and J. TeLFrorp. Journal of Pharmacalogy 
and Experimental Therapeutics |J. Pharmacol.] 117, 190- 
196, June, 1956. 2 figs., 16 refs. 


The analgesic effect of nalorphine was tested at the 
Jefferson Davis Hospital (Baylor University), Houston, 
Texas, in patients suffering from postoperative pain, and 
compared with that of morphine. No patient who had 
received a narcotic before or during the operation was 
included. The two drugs were given to alternate patients 
in doses ranging from 5 to 20 mg. per 70 kg. body weight, 
alternating with doses of a placebo (saline). 

When patients reacting to the placebo were excluded 
from the results there was no significant difference 
between the effects of the two drugs in doses up to 
15 mg., or in the duration of their action. In view of 
the absence of undesirable side-effects reported by other 
workers a separate study was carried out in which 20 
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patients were given 10 mg. of nalorphine intramuscularly. 
The most obvious effect of nalorphine was its marked 
sedative effect, 14 of the patients when roused com- 
plaining of feeling dizzy or “ groggy”’; no side-effects 
occurred in the other 6. 

The authors conclude that “‘ nalorphine is at least as 
potent an analgesic as morphine and represents a long- 
sought potent non-addicting analgesic although retaining 
a high side-action liability ”’. I. M. Rollo 


264. Pharmacology of Mecamylamine 

R. V. Forp, J. C. MapIson, and J. H. Mover. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 
232, 129-143, Aug., 1956. 8 figs., 6 refs. 


The authors, working at the Veterans Administration 
Hospital and Baylor University College of Medicine, 
Houston, Texas, have made a detailed laboratory and 
clinical study of the new ganglion-blocking compound 
** mecamylamine ” (“‘ inversine”’). Since this compound 
is a secondary amine it was expected that it would be 
more efficiently absorbed from the gut than the quater- 
nary ammonium compounds, and this was confirmed by 
the observation that the time of onset and duration of 
action of the drug were much the same whether it was 
given by mouth or by intramuscular injection. In dogs 
the parenteral administration of the drug resulted in 
specific blockade of both sympathetic and parasym- 
pathetic ganglia. This resulted in a fall in blood pressure 
without reflex tachycardia. During the hypotensive 
period there was a reduction in glomerular filtration 
rate and renal blood flow associated with a 50% reduc- 
tion in sodium excretion and lesser reductions in the 
excretion of potassium and in the urine volume. 

Clinical observations were made on 55 patients (only 
one of whom was female) with hypertension, associated 
in many cases with complications such as nephrosclerosis 
or cerebral vascular disease. A single dose of mecamyl- 
amine (average 13-5 mg.) given by mouth to 19 patients 
resulted in a fall in blood pressure which was most 
marked when the patient was in the upright position, 
the calculated mean blood pressure falling from an 
average of 143 mm. to one of 95 mm. Hg, the average 
time of onset being 68 minutes and the duration about 
17 hours. Of 55 hypertensive out-patients receiving 
an average of 24 mg. of mecamylamine per day in 1, 
2, or 3 doses, nearly 90°% responded with a reduction 
in mean blood pressure of 20 mm. Hg or more, and 
about 70% became normotensive. After 2 months’ 
therapy some reduction in the glomerular filtration rate 
and renal blood flow was found, particularly when the 
patient was examined in the upright tilted position. 
The development of partial tolerance to the drug was 
observed in a few cases, but this could be overcome by 
increasing the dose. 

Comparison with hexamethonium and pentolinium 
showed mecamylamine to be equally effective in reducing 
the blood pressure, and the advantages of oral adminis- 
tration, prompt onset, and long duration of action make 
it, in the authors’ opinion, the drug of choice in the 
treatment of moderate to severe hypertension. 

Robert Mahler 
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265. Clinical Studies with Amicetin 
C. T. C. TAN and J. H. BURCHENAL. Antibiotic Medicine 
and Clinical Therapy (Antibiot. Med.] 3, 126-131, July, 


1956. 1 fig., 9 refs. 


Since amicetin had been found to prolong the survival 
time of mice with transplanted leukaemia, this antibiotic 
was tried in 7 cases of acute leukaemia which had become 
resistant to treatment with “ methotrexate ”’, 6-mercapto- 


purine, and steroids. It had no beneficial effect in these © 


cases. The maximum tolerated dose, chiefly in children, 
was 10 g. daily by mouth and 2 g. daily by constant 
intravenous drip. The antibiotic caused irritation at the 
site of intramuscular injection. There was only slight 
absorption after oral administration, as evidenced by 
‘he absence of detectable amounts in the blood and only 
minute amounts in the urine. After intravenous injec- 
‘ion appreciable amounts were found in the urine. 
I. M. Rollo 


266. A Clinical Evaluation of Oral Penicillin V Therapy 
W. S. Woop, I. M. RoseNTHAL, H. W. Spies, and 
M.H. Lepper. Antibiotic Medicine and Clinical Therapy 
{Antibiot. Med.] 3, 38-42, June, 1956. 25 refs. 


In this study 86 patients were treated orally with 
phenoxymethylpenicillin, 43 of them receiving the anti- 
biotic in the form of tablets of the free crystalline acid 
and the other 43 as dibenzylethylenediamine dibenzyl- 
penicillin. No difference was observed in the clinical 
or toxic effects of the two forms. The conditions treated 
were caused by organisms usually susceptible to penicillin 
and the clinical results were as good as would have been 
expected from the use of benzylpenicillin. No signi- 
ficant toxic effects of the antibiotic were seen. It is 
concluded that phenoxymethylpenicillin is comparable 
to benzylpenicillin in its range of activity and clinical 
effectiveness, and that because of its acid stability it is 
to be preferred to benzylpenicillin for oral administration. 

I. A. B. Cathie 


267. Clinical and Laboratory Studies of Novobiocin, a 
New Antibiotic 

W. M. M. Kirsy, D. G. Hupson, and W. D. Noyes. 
A.M.A. Archives of Internal Medicine [A.M.A. Arch. 
intern. Med.} 98, 1-7, July, 1956. 5 refs. 


Laboratory studies of novobiocin and the results of a 
clinical trial on 75 patients are reported from the Uni- 
versity of Washington School of Medicine and the King 
County Hospital, Seattle. In sensitivity tests all the 
100 strains of Staphylococcus aureus tested were in- 
hibited by 1 zg. per ml. or less, 70 of them being already 
resistant to penicillin, streptomycin, and oxytetracycline 
and 5 also to erythromycin and chloramphenicol. 
Streptococci, enterococci, and pneumococci were all 
inhibited by low concentrations of the antibiotic, and 
even Proteus vulgaris was inhibited by concentrations of 
5 to 10 wg. per ml. If the serial dilutions for the sensi- 
tivity tests were carried out in 25% horse serum instead 
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of broth, much higher concentrations of novobiocin 
were required to inhibit growth—for example, with 
Staph. aureus the end-point was raised from 0-5 to 30 yg. 
per ml. In 75 patients with a variety of infections 
serum concentrations of 16 to 128 jg. per ml. were 
obtained after oral administration of 2 g. of novobiocin 
daily. There was almost complete freedom from side- 
effects and the clinical response was good. 

Since the introduction of this antibiotic novobdiocin- 
resistant strains of staphylococci have emerged. The 
authors therefore recommend that novobiocin should 
be used only in staphylococcal infections, particularly 
those resistant to other antibiotics. E. G. Rees 


268. Antiviral Action of Helenine on Experimental 
Poliomyelitis 
K. W. CocHrRaN and T. Francis. Proceedings of the 

Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol. (N.Y.)] 92, 230-232, May, 1956. 9 refs. 


It has recently been reported that crude preparations . 
of certain species of Penicillium are effective against 
several small neurotropic viruses, and that the crude 
filtrate of P. stoloniferum (known as M5-8450) is effective 
against poliomyelitis virus inoculated by peripheral 
routes in mice and monkeys. In view of the suspected 
similarity between M5-8450 and “ helenine ”’, which is 
the antiviral agent from P. funiculosum, the authors 
studied the effect of helenine on experimental polio- 
myelitis in young mice and young cynomolgus monkeys, 
the mice being inoculated intraperitoneally with the 
MEF strain of Type-2 poliomyelitis virus, while the 
monkeys were infected subcutaneously with the Mahoney 
strain of Type-1 poliomyelitis virus. 

In the mice receiving helenine, which was given both 
before and after the injection of the virus, there was no 
influence on the incidence of poliomyelitis as compared 
with the control group, although the incubation period 
was significantly lengthened in the treated mice. In 
monkeys which were given helenine intraperitdneally 


‘before and after inoculation with the virus, however, 


there was a marked difference from untreated monkeys 
in the incidence of poliomyelitis, only 2 out of 11 (18%) 
developing the disease compared with all animals in 
the control series. A somewhat similar result was 
obtained in monkeys treated prophylactically with 
MS5-8450. Treatment with helenine, in addition to 
reducing the incidence of paralysis, also produced delay 
in the onset of the disease; thus the average time to 
the onset of paralysis in animals given helenine was 
23-5 days and in those given M5-8450 30-5 days, while 
in the control monkeys it was only 8-8 days. In view 
of the prophylactic efficacy of helenine an attempt 
was made to ascertain if it had any therapeutic activity, 
but in two groups of infected monkeys, one given 
helenine and one not, the survival time was the same, 
namely, 2-6 days. R. F. Jennison 
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269. Uzbekistan Haemorrhagic Fever. (Ilaromopdo- 
NOrHA HEpBHOH CHCTeMbI 
cKoH nuxopanKe B Y3s6eKucTaHe) 

A. I. MaGcrupov. Apxue Ilamoaoeuu [Arkh. Patol.) 
18, 92-99, No. 4, 1956. 4 figs., 20 refs. 


Uzbekistan haemorrhagic fever is a recently discovered 
viral infection characterized by multiple haemorrhages 
into the internal organs as well as in the skin. Its 
seasonal variation, high mortality (up to 30%), and its 
course distinguish it from similar virus infections—for 
example, Omsk haemorrhagic fever and ‘* Crimean 
haemorrhagic fever”. 

In a number of post-mortem studies carried out at 
the Medical Institute, Samarkand, the pathological 
changes in the central nervous system were shown to 
include cerebral oedema with softening of the brain 
tissue, congestion with focal perivascular haemorrhages, 
degenerative changes in the nerve cells (progressing 
sometimes to necrosis), and glial proliferation, especially 
around the most severely affected ganglion cells. The 
congestion appeared to be very uneven, in some places 
reaching complete stasis. A. Swan 


270. Coxsackie Viruses and ‘‘ Virus-like ’’ Diseases of 
the Adult. A Three-year Study in a Contagious Disease 
Hospital 

E. D. KiLBourNE and M. GoLpDFIELD. American Journal 
of Medicine [Amer. J. Med.] 21, 175-183, Aug., 1956. 
5 figs., 16 refs. 


During a 3-year investigation (1952-5) carried out at 
the Charity Hospital and Tulane University, New 
Orleans, the authors studied the incidence of Coxsackie 
virus infection in a selected group of patients, most of 
whom were over the age of 12 years. Tests for the virus 
(in most cases ty inoculation of suckling mice) were 
performed on faecal specimens from 125 patients in the 
following clinical categories: viral-like diseases, but with 
no localizing signs or symptoms (24 cases); diseases of 
suspected viral aetiology (24); viral diseases of known 
aetiology (27); lymphocytic meningitis (25;); encephalo- 
myelitis (9); Guillain-Barré syndrome (2); diseases of 
bacterial aetiology (8); non-infectious fever (3); and 
disease of probable Coxsackie virus aetiology (3). 

In only 5 of the 125 were Coxsackie viruses found, 
the clinical diagnosis and virus types being as follows: 
(1) lymphocytic meningitis, virus Group A Type 7; 
(2) lymphocytic meningitis, Group A Type 9; (3) 
encephalitis (possibly post-rubella), Group A Type 9; 
(4) encephalitis, Group A Type 8; and (5) pleurodynia, 
Group A Type 6 and Group B Type 3. Histories of the 
5 positive cases are reported in detail. Neutralizing 
antibody in high titre was found against the homologous 
virus strain in the serum of all 5 patients during the 
convalescent stage and in 3 of them increases in antibody 
were observed. 
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No Coxsackie virus was isolated during the same period 
from the throat (39 specimens), cerebrospinal fluid (25), 
or miscellaneous specimens (6) from 210 patients, 
including the 125 patients from whom faeces were 
examined. In addition, faecal specimens were examined 
from 58 patients, selected at random, admitted to the 
hospital during September and October, 1954. From 
only 2 children were Coxsackie viruses isolated, these 
being Group A Type 4 and Group A untyped. The 
clinical findings in these 2 cases were compatible with a 
diagnosis of herpangina. 

The authors conclude that Coxsackie viruses are not 
important causal agents of inter-epidemic viral-like 
disease in adults. Viruses of Group A may play a 
hitherto unsuspected role in the causation of acute 
infective disease of the central nervous system. 

Joyce Wright 


271. Complications of Smallpox Vaccination and Their 
Treatment with Vaccinia Immune Gamma Globulin 

E. Lunpstrém. Journal of Pediatrics [J. Pediat.] 49, 
129-140, Aug., 1956. 6 figs., 21 refs. 


The possible complications of vaccination against 
smallpox are enumerated as follows. (1) Inoculation 
vaccinia of the skin or mucous membranes, arising 


from contact with the primary lesion. (2) Generalized 


vaccinia, which is occasionally fatal. (3) Eczema vac- 
cinatum, in which the vaccinia virus is transmitted to 
an area of eczema from the primary lesion; the mortality 
is high (25 to 40%). (4) Gangrenous vaccinia, a very 
rare and usually fatal complication due to a lack of 
immunological response. (5) Foetal vaccinia, of which 
only 2 cases, both fatal, have been described so far, 
although there is evidence that vaccination of pregnant 
women between the 8th and 12th weeks of gestation 
results in a high incidence of abortions and stillbirths. 
(6) Post-vaccination encephalitis, the incidence of which 
in Sweden was 2:9 per 100,000 vaccinations among 
more than 3,000,000 children vaccinated between 1924 
and 1954, with a mortality of 14% or 0-46 per 100,000 
vaccinations. (7) Vaccination exanthemata, which re- 
semble the rashes of measles or scarlet fever and resolve 
without sequelae. In addition, vaccination may aggra- 
vate the course of intercurrent illnesses. The number 
of cases of all types of complication was 339 (including 
9 cases of encephalitis) among 544,350 persons vac- 
cinated in Sweden between 1950 and 1954 inclusive, 
giving an incidence of 60 per 100,000. There were 2 
deaths during this period from encephalitis and 2 from 
eczema vaccinatum, both of the latter occurring in 
children who had not been vaccinated, but who had been 
infected with the virus through contact with newly 
vaccinated persons. 

For the prevention of complications it is recom- 
mended: that the inoculation should be performed at a 
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site inaccessible to the patient; that persons with eczema 
or in contact with eczema or who have cerebral dis- 
iurbances such as epilepsy should not be vaccinated; 
that primary vaccination should be performed in the 
first year of life; that persons in whom impairment of 
antibody formation or agammaglobulinaemia is sus- 
oected owing to frequent severe infections should undergo 
‘ull investigation before vaccination is performed; and 
‘hat women should not be vaccinated in early pregnancy. 
dowever, even when these precautions are taken com- 
dlications cannot always be avoided. 

Good results have been obtained in the treatment of 
he complications of vaccination by the use of a vaccinia 
‘mmune gamma globulin prepared by fractionation of 
ylood from newly vaccinated persons by the State 
3acteriological Laboratory in Sweden. It is suggested 
‘hat this should be given concurrently with vaccination 
‘or prophylactic purposes to persons who are likely to 
jevelop complications. It is indicated therapeutically 
‘n cases of generalized vaccinia, eczema vaccinatum, and 
angrenous vaccinia, and should be tried in postvaccina- 
ion encephalitis. John Lorber 


‘72. Respiratory Manifestations of Chicken Pox. 
special Consideration of the Features of Primary Varicella 
’neumonia 

_. WEINSTEIN and R. H. Meape. A.M.A. Archives of 
internal Medicine [A.M.A. Arch. intern. Med.] 98, 91-99, 
uly, 1956. 3 figs., 20 refs. 


Chicken-pox is not invariably a mild, eas UO 
disease of childhood, and in this paper the pulmonary 
complications are described. Of 453 patients admitted 
10 the Haynes Memorial Hospital, Boston, between 1944 
and 1955, suffering from varicella, 41 (99%) had evidence 
cf respiratory-tract involvement. It is noted that 20 of 
these 41 patients were under 7 years of age, the remainder 
being over 19. The authors differentiate bacterial infec- 
tions of the lungs, which occurred only in the young, 
from non-bacterial or viral infections of the respiratory 
tract, which occurred in both age groups. The bacterial 
infections in most cases were caused by Haemophilus 
influenzae, were typical of bronchitis and broncho- 
pneumonia, and responded to antibiotics. The diag- 
nosis of the viral pulmonary infections was based on 
the slower onset of symptoms, the paucity of physical 
signs in relation to the degree of respiratory distress, 
absence of pathogenic organisms from nose and throat 
cultures, and a normal or slightly increased leucocyte 
count, 

These viral infections were of 3 types. Type 1 was 
a mild laryngotracheobronchitis which rapidly subsided; 
this was observed in 5 children. Type 2 was more 
severe, and the 7 affected adults had a very marked rash, 
high fever, and a severe cough; the findings on clinical 
examination and on x-ray examination of the chest were 
variable. One patient with Type-2 infection, an elderly 
woman, died. Type 3, which included primary varicella 
pneumonia, was the most severe infection. The 14 
patients in this group were over 22 years of age and all 
had extensive, almost confluent, rashes also affecting the 
mucous membranes, with severe cough, high fever, and 
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toxaemia. Other symptoms were dyspnoea, tachy- 
_pnoea, and chest pain. There were few physical signs 
in the lungs, but chest radiographs showed in almost 
all cases numerous fluffy, rounded infiltrations scattered 
throughout both lungs, especially at the base. A slight © 
lymphocytosis was present. This phase of the disease 
lasted from one day to 2 weeks, and was not influenced 
by administration of antibiotics. The authors state that 
a total of 29 cases of severe pulmonary involvement, 
including the 14 cases described in the present paper, 
have been reported. Of these 29 patients, 4 died—one 
from encephalitis, one from heart failure, and 2 from 
overwhelming viral infection. 

[That chicken-pox .can be dangerous at times is 
emphasized by the fact that the abstracter has recently 
seen 2 fatal cases in one family.] Winston Turner 


273. Infectious Mononucleosis at the Yale-New Haven 
Medical Center 1946-1955 
J.C. NIEDERMAN. Yale Journal of Biology and Medicine 


[Yale J. Biol. Med.) 28, 629-643, June, 1956. 4 figs., 
30 refs. 


After reviewing the recent literature dealing with the 
increasing frequency of diagnosis of infectious mono- 
nucleosis, its involvement of different organs, the results 
of experimental transmission, and the differential diag- 
nosis, the author reports 166 cases seen between 1946 
and 1955 at the Yale-New Haven Medical Center in 
which the diagnosis was acceptable on clinical, haemato- 
logical, and serological grounds. In 94 of these cases 
the unabsorbed heterophile antibody titre was less than 
1 in 80. The modal incidence was in the age group 
20-25 (68 cases), and 20 of the patients were under the 
age of 6. Hospital workers, including medical students 
and nurses, made up a higher proportion of the cases 
(32%) than in a control group of patients with five other 
diseases. 

Symptoms and signs are analysed in a table in respect 
of three clinical stages of the disease, namely, first week, 
second and third weeks, and late and convalescent cases. 
In 15 cases the patient had not fully recovered by the 
end of the third week, and in one case fever and 
generalized lymphadenopathy persisted for a year. A 
few patients were jaundiced, and in many others tests 
showed abnormal liver function. Two patients de- 
veloped haemolytic anaemia, which began in the second 
week and responded to cortisone, and many others 
showed a leucopenia in the first week and a moderate 
leucocytosis in the second and third weeks. Heterophile 
antibody titres were positive in increasing frequency up 
to the end of the third week, being positive in only 38% 
of cases in the first week, but in 60°% in the second weck 
and in 79% in the third. There was no apparent dif- 
ference between the 72 cases in which the serological 
criteria were diagnostic and the remaining 94 cases. 

G. C. R. Morris” 


274. Clinical Experiences with Alastrim. [In English] 
G. BLOMHERT. Documenta de medicina geographica et 


tropica [Docum. Med. geogr. trop. (Amst.)] 8, 197-201, 
Sept., 1956. 4 refs. 
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275. Bronchial Changes Caused by Tuberculous Intra- 
thoracic Lymph Nodes. (Zur Frage der Bronchial- 
alteration durch tuberkulése intrathorakale Lymph- 
knoten) 

F. HAGGENMULLER. Archiv fiir Kinderheilkunde [Arch. 
Kinderheilk.] 153, 225-237, 1956. 4 figs., 10 refs. 


The author discusses the complications which may 
result from the tuberculous infection of intrathoracic 
lymph nodes. In a series of 987 cases seen between 
1948 and 1954 at the Sanatorium for Children, Bad 
Worishofen, Germany, secondary changes in the bronchi 
were noted in 86 cases, an incidence of 8-7%. The most 
common of these were segmental or lobular areas of 
atelectasis which were caused, in the author’s view, by 
a combination of a mechanical factor, namely, direct 
compression of the bronchus by the tuberculous mass, 
and secondary neurovascular mechanisms [which, how- 
ever, he does not further discuss]. The diagnosis of 
these complications was established by radiography, 
particularly important information being obtained by 
means of detailed tomography. Bronchography and 
bronchoscopy were employed only in those cases in 
which the more direct methods failed to give the desired 
information, being otherwise regarded as undesirable 
interventions. Other complications observed were areas 
of bronchiectasis, and tension cavities caused by a 
valvular form of obstruction. 

The prognosis for these complications is considered 
to be good, only 2% of the patients showing evidence of 
permanent damage. Conservative treatment along sana- 
torium lines was the main line of attack, antituberculous 
drugs being employed only in complicated cases, especi- 
ally those accompanied by fever. H. F. Reichenfeld 


276. Calcareous Deposits in or near Tuberculous 
Cavities in the Lung and Their Effect on Closure. 
(Kalkherde im Bereich tuberkuléser Lungenkavernen 
und ihr Einfluss auf die Kavernenheilung) 

H. Nacorny. Tuberkulosearzt [Tuberkulosearzt] 10, 
456-461, Aug., 1956. 5 refs. 


In the course of tomographic studies carried out at 
the City of Hamburg Sanatorium, St. Andreas, Harz, 
the author has noticed that intrapulmonary cavities in 
or near which there were calcareous deposits showed 
less tendency to heal. These deposits were variously 
situated in the lumen, within the wall, or around the 
edge of the cavity. Of 32 such cases, in 18 the deposit 
was in one of these three sites, while in the other 14 it 
was present at two or even all three sites in the same 
cavity. Whereas conservative treatment was mostly 
ineffectual, collapse therapy showed somewhat better 
results, except in those cases in which the calcium deposit 
was in the lumen of the cavity, this last finding being in 
disagreement with that of Nagel and Hoppe (Tuberkulo- 
searzt, 1954, 8, 1) who reported that an intracavitary 
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deposit promoted closure of the cavity. Pericavitary 
calcium deposits on the other hand did not impede the 
healing process. The author is of the opinion that any 
type of surgical treatment is preferable to conservative 
treatment. i Franz Heimann 


277. Ethyl Alcohol Lavage Treatment of Tuberculous 
Empyema 

K. G. S. Narr, I. G. Epstein, F. LoBAIbo, and J. SCHLoss. 
Sea View Hospital Bulletin [Sea View Hosp. Bull.] 16, 
52-61, July, 1956. 4 figs., 7 refs. 


Although the incidence of tuberculous empyema com- 
plicating artificial pneumothorax therapy has declined 
since the advent of the major antituberculous drugs, 
empyema is seen with increasing frequency as a com- 
plication of thoracic surgery despite the use of these 
drugs, and the authors point out that there is general 
indecision as to whether conservative or surgical treat- 
ment is indicated in this condition. Many substances 
have been employed in the past for irrigation of empyema 
spaces with relatively little success. In this paper a 
preliminary report is given on the use of ethyl alcohol 
for this purpose at the Metropolitan Medical Center, 
New York, in the treatment of 6 cases of tuberculous 
empyema. It is claimed that ethyl alcohol diminishes 
the viscosity of pus, purulent material coming away 
easily from the cavity wall, and acts as a powerful 
irritant on the granulation tissue. A great reduction 
occurs in the number of tubercle bacilli present in the 
empyema fluid as a result of the treatment, none being 
found (on smear or culture) after about 6 weeks. The 
secondary organisms in mixed tuberculous empyema 
also disappear. 

To prepare the solution distilled water is added to 
absolute ethyl alcohol to make a 30% solution. 
(Ordinary varieties of alcohol often contain phenol as 
preservative and should not be used.) The contents of 
the empyema space are aspirated by the usual technique 
and the space is then irrigated with the solution until 
clear fluid returns. A further 50 ml. of the solution is 
then injected and the thoracentesis needle withdrawn. 
This procedure is performed daily in the first week, on 
alternate days in the second week, twice weekly for the 
next 2 weeks, and at variable and less frequent intervals 
thereafter. It is important to be sure that the needle 
is in the pleural cavity before injection is made. Side- 
effects appear to be limited to flushing of the face and 
*“* slight inebriation ’’, although little alcohol is said to 
be absorbed into the blood stream. If correctly per- 
formed the injection is painless, and treatment is not 
contraindicated by broncho-pleural fistula. 

Of the 6 patients treated, 4 had a mixed empyema and 
2 a pure tuberculous empyema. (Case histories are 
given, together with illustrative radiographs.) Steriliza- 
tion of the space with full re-expansion of the lung 
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occurred in 3 cases of empyema following pneumothorax, 
while “‘ complete control of the empyema ”’ with steriliza- 
tion of the space was achieved in 2 postoperative cases. 

It is admitted that a full assessment of the efficacy, 
advantages, and limitations of this treatment cannot be 
made from this limited experience, but the 6 patients 
treated have responded so well that its further investiga- 
tion is considered to be warranted. 


Raymond Parkes 


278. Resection in Pulmonary Tuberculosis. Results and 
Follow-up of 700 Cases 

J. J. Hirpes and C, I. SreGerHoex. Diseases of the 
Chest [Dis. Chest] 30, 277-288, Sept., 1956. 


279. Bilateral Resection in Pulmonary Tuberculosis. 
With a Follow-up of 60 Patients 

A. FALK and N. K. JENSEN. American Review of Tuber- 
culosis and Pulmonary Diseases [Amer. Rev. Tuberc.] 
74, 367-375, Sept., 1956. 9 refs. 


a 


280. Intrathecal Isoniazid in Tuberculous Meningitis 
?, N. Swiet. Archives of Disease in Childhood [{Arch. 
Dis. Childh.] 31, 328-332, Aug., 1956. 21 refs. 


A trial was undertaken at Farnborough Hospital, 
Kent, to determine whether any advantages might be 
gained by the intrathecal administration of isoniazid in 
cases of tuberculous meningitis, since the bactericidal 
power of the drug in vivo and its ability to penetrate 
ischaemic tissues depend on its concentration. In 
addition to intrathecal isoniazid, the patients received 
streptomycin intramuscularly and intrathecally, isoniazid 
by mouth, and PAS by mouth after the streptomycin 
has been discontinued. The dose of isoniazid given 
intrathecally was 25 to 50 mg., according to weight, 
daily at the start of treatment and later at progressively 
lengthening intervals. Of the 18 cases (6 in adults and 
12 in children) treated, 6 were classed as “early”, 


to & as “‘ intermediate’, and 4 as “ late’’. Bacteriological 
n. diagnosis was not obtainable in some cases [number not 
as stated], but otherwise the findings were typical. The 
of concentration of isoniazid in the cerebrospinal fluid 24 
jue hours after the last injection varied between 0-05 and 
ntil 1-1 mg. per ml. in the 4 cases in which it was estimated. 
1 is One patient died in the active phase of the meningitis 
wn. and another died with severe dementia and quadriplegia 
on 6 months after the end of treatment. At necropsy in the 
the latter case the tuberculous lesions were considered to be 
vals healed. One patient had residual hydrocephalus, 
adie § dementia, and quadriplegia as the result of a previous 
ide- § attack of tuberculous meningitis which was treated with 
and Streptomycin only; treatment with intrathecal isoniazid 
i to § controlled the relapse without improving the cerebral 
per- § damage. In no case did complications appear after the 
not § Start of treatment, and in 15 recovery was complete. 
The author considers that in late cases in particular 
and § it would be difficult to obtain an optimum therapeutic 
are § Concentration of isoniazid in the meningeal exudate 
‘liza- § Without intrathecal administration, because in chronic 
lung § !csions the zone of endarteritis and ischaemia surround- 
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ing the lesion renders it avascular. In such conditions 
isoniazid can reach the lesion only by diffusion from 
the cerebrospinal fluid, which will be aided by the high 
concentration obtainable by intrathecal injection. 

John Lorber 


281. The Effect of Isoniazid in Experimental Corneal 
Tuberculosis 

J. M. Rosson and K. A. Dipcock. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol.] 
11, 190-197, June, 1956. 8 refs. 


One of the chief problems in the chemotherapy of 
tuberculosis is the frequent failure of the drugs to 
eradicate the organisms from the body, and in this paper 
from Guy’s Hospital Medical School an investigation 
designed to throw some light on this problem is described. 
It has been shown that when mice are inoculated intra- 
corneally with Mycobacterium tuberculosis there is a 
latent period of 10 days before lesions begin to appear. 
If the animals are given small doses of isoniazid no 
lesions are seen during the period of treatment; cessation 
of treatment is then followed by a latent period of some 
10 days before lesions begin to appear again. With 
larger doses of isoniazid the cornea remains’ clear for a 
longer time; lesions then appear in some animals. 

The authors, using phase-contrast microscopy, studied 
the changes occurring in the corneae of mice inoculated 
intracorneally with Myco. tuberculosis and given isoniazid 
in the diet. In untreated mice early cellular invasion 
of the inoculated site caused the formation of a dense 
core in which no details could be made out micro- 
scopically. Rapidly multiplying organisms also ap- 
peared in macrophages around the core. When the 
period of treatment was short and the dose of isoniazid 
small (0-3 mg. daily) there was no interference with this 
cellular reaction or with the appearance of a few bacilli 
within the macrophages. The lesion, however, pro- 
gressed no further, and there was no multiplication of 
organisms or destruction of macrophages. With ces- 
sation of treatment invasion of macrophages and their 
destruction by bacilli began afresh, and in about 10 days 
there was a macroscopic lesion. When the period of 
treatment was prolonged and the daily dose of isoniazid 
was 3 mg. the size and density of the lesion gradually 
decreased. Organisms remained visible for the whole 

period but did not multiply. It appeared, however, 
that many macrophages containing bacilli disappeared 
from the cornea; the fate of these bacteria is not known. 
The viability and sensitivity to isoniazid of intracellular 
organisms was confirmed by culture. 

The authors suggest that there are three possible 
explanations of the more prolonged suppression of 
macroscopic lesions with larger doses of isoniazid: 
(1) the virulence of the bacilli is affected; (2) during 
treatment a state of immunity is produced by the bacilli 
present in macrophages; and (3) the number of organ- 
isms in the cornea is so depleted that they are unable to 
initiate macroscopic lesions. The last explanation is 
considered to be the most likely one, and the authors 
propose to study the question further, using smaller 
numbers of organisms in the infecting dose. 

W. Henderson 


= 


282. Toxic Urethritis 

F. W. F. Purcett. South African Journal of Laboratory 
and Clinical Medicine [S. Afr. J. Lab. clin. Med.| 2, 168- 
171, June, 1956 [received Sept., 1956]. 7 refs. 


In this paper from Groote Schuur Hospital, Cape 
Town, the author expresses the view that non-specific 
urethritis is not a venereal disease, and that to associate 
‘tthe condition with sexual intercourse is both “ mis- 
leading and retrogressive”. _Non-gonococcal urethritis, 
he considers, is almost always non-venereal in origin, 
the causative organisms and toxins being carried by 
the blood stream from distant foci of infection—for 
example, the upper respiratory tract and the bowel—to 
the prostate, seminal vesicles, and the glands of Cowper, 
whence infected secretions periodically invade the 
urethra. 

Treatment, which may have to be supplemented by 
irrigation and urethral dilatation, consists in massaging 
the glands of Cowper or the prostate, antibiotics being 
given only when there is evidence of blood-stream infec- 
tion or when massage is thought to have aggravated the 
patient’s symptoms. The author considers that the 
demonstration of the presence of a toxin would be a 
greater advance in the study of the aetiology of non- 
specific urethritis than the identification of a putative 


specific organism. G. L. M. McElligott 
283. Treatment of Non-gonococcal Urethritis with Spira- 
mycin 


R. R. Wittcox. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 32, 115-116, June, 1956. 1 ref. 


In an investigation at St. Mary’s Hospital, London 
(see also Abstract 284) spiramycin was given by 
mouth to 41 patients suffering from non-gonococcal 
urethritis who had not previously been treated for the 
condition. In all except 3 cases the dosage was 1 g. 
4 times a day for 5 days; in the remaining 3 cases half 
this amount was given over the same period. Of 36 
patients who remained under observation, only 13 were 
followed up for two months or more, and in 8 of these 
the treatment was a failure. Complications occurred in 
2 cases—namely, acute cystitis in one case and epididy- 
mitis in the other. One patient failed to respond to the 
drug, and at subsequent examination trichomonads were 
found in the discharge. In 4 further cases there was a 
relapse or re-infection. The results were judged to be 
considerably better than those obtained with strepto- 
mycin, chloramphenicol, or sulphonamides, somewhat 
better than those obtained with erythromycin, and 
inferior to those obtained with the tetracycline group of 
antibiotics. There were no severe toxic effects, but 
mild reactions were noted, including looseness of the 
bowels or diarrhoea in 8 cases, light-headedness in one 
case, and nausea and arash in one. In 3 cases rectal 
soreness or pruritus developed. A, J. King 
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284. Treatment of Gonorrhoea with Spiramycin 
R. R. Wittcox. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 32, 117-118, June, 1956. 3 refs. 


Spiramycin is a relatively new antibiotic obtained from 
Streptomyces ambofaciens; it is available in tablets con- 
taining 0-5 g. of the sulphate. The author of this paper 
from St. Mary’s Hospital, London, reports a trial of 
the antibiotic in 85 males suffering from uncomplicated 
urethral gonorrhoea who had received no other treat- 
ment. The drug was given by mouth, and in 31 cases 
multiple dosage was used, varying from 12 g. in 2 days 
to 4 g. in one day. The total dosage and the duration 
of administration were reduced as it became clear that 
results were uniformly good. Observation after treat- 
ment was generally short, only 17 patients continuing 
attendance for a month and only 4 for 3 months. 
During the observation period, however, there was only 
one relapse, or re-infection with gonorrhoea, but 3 
patients showed signs of non-gonococcal urethritis. 
Single doses of 3 to 4 g. of spiramycin were given by 
mouth to 30 patients; in 4 there was re-infection with 
gonorrhoea and in 2 evidence of mnon-gonococcal 
urethritis. Finally, 24 patients received single doses of 
2 g. by mouth with immediate response, but subsequently 
there was a relapse in 6 and non-gonococcal urethritis 
developed in one. No significant toxic effects of the 
drug were observed. 

It is concluded that spiramycin is an effective remedy 
for gonorrhoea when given in multiple doses totalling 
4 to 12 g. over 1 to 2 days and probably also when given 
in single doses of 3 to 4 g., but that single doses of 2 g. 
are unsatisfactory. A, J. King 


285. Gonorrhoea in Men Treated with 300,000 Units 
Procain Penicillin G. [In English] 

H. C. GysesstinG. Acta dermato-venereologica [Acta 
derm.-venereol. (Stockh.)| 36, 122-127, 1956. 1 ref. 


A total of 1,115 cases of gonorrhoea in the male were 
treated between 1949 and 1955 at the Venereal Depart- 
ment of the Bureau of Public Health, Oslo, with various 
preparations containing procaine benzylpenicillin in a 
strength of 300,000 units per ml. The patients were 
given one injection of 300,000 units and advised to 
abstain from alcohol for a week and to remain under 
surveillance for at least 30 days. Because many of the 
patients were sailors or had no fixed address only 767 
completed the follow-up. Relapse occurred in 29 and 
reinfection in 20 cases. The relapse rate for the five 
preparations of procaine benzylpenicillin used varied 
from 2:2 to 4:1%, with an over-all relapse rate of 3-8% 
in the 767 patients followed up. Many of the patients 
had had gonorrhoea previously for which they had 
received penicillin, but their response to treatment in 
the present investigation differed in no way from that 
of patients who had not been infected previously. In 
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the cases in which there was a relapse two further injec- 
tions of 300,000 units were given, with cure in all of 
them, 

[The author admits the difficulty of distinguishing 
a relapse from a reinfection, and does not describe 
any local cause for the so-called relapses—for example, 
\ittritis.] Douglas J. Campbell 


286. An Experiment in the Treatment of Chronic 
Gonorrhoea in Women with Intracutaneous Injections of 
a Mixture of Procaine Penicillin, Gonococcal Vaccine, 
and Methylene Blue. (Ontir neyeHua 
rOHOppeH BHYTPHKOMKHBIM 
HOBOKAaHHa POHOBAKUMHBI METHIIC- 
4OBOH CHHH) 

Vv. A. SHatov, E. L. GUKHMAN, T. O. Osovets, and 
A. N. GritsKevicH. Becmuux Bexepoaoeuu u Jepma- 
nofozuu [Vestn. Vener. Derm.] 33-37, No. 4, July— 
Aug., 1956. 1 fig., 22 refs. 


An experiment was carried out at the Ukraine Institute 
of Experimental Dermatology and Venereology in the 
ipplication to the treatment of gonorrhoea in the female 
of Pavlov’s theories concerning the trophic and regulatory 
functions of the nervous system. It has long been 


] established that irritation of the skin at certain points 
1 may lead to trophic changes in corresponding internal 
| organs. Such “‘ active ’ cutaneous points for the female 
f senitalia are located over the symphysis pubis, the 
y ‘nguinal ligaments, the anterior superior iliac spines, 
S _long the crest of the ilium, and within the limits of 
e Michaelis’s rhomboid. At these points the authors 
inject intracutaneously 0-2 ml. of a mixture of procaine 
y penicillin, methylene blue, and gonococcal vaccine, each 
g Jose containing 15,000 units of penicillin, 1 mg. of 
n methylene blue, and 20 x 106 gonococcal bodies. 
. The treatment starts with one injection above the 
pubis, followed the next day by 2 injections, one on 
- cither side of the first, on the third day by 3 injections, 
ts and so on until on the 10th day 10 injections are given. 
Altogether, 55 injections are given at different points, 
ta making a total of 825,000 units of penicillin, 11 x 108 
gonococcal bodies, and 55 mg. of methylene blue. The - 
- local reaction at the sites of injection—erythema and 
t- infiltration—has usually disappeared completely by the 
10th day. 
“a A general reaction in the form of general malaise 
ee with or without a slightly elevated temperature was 
to observed in 62°5% of the authors’ 318 cases, mostly 
Jer on the 2nd or 3rd day but occasionally on the 10th day. 
the Some exacerbation of the gonorrhoea was observed 
167 in 37% of their cases, mostly between the 2nd and Sth 
ind days, more rarely between the 6th and 10th days. In 
five the remaining patients improvement started between the 
ied 4th and 10th days, or was delayed up to the 30th 
8%, day. During the same period local treatment, consisting 
nit in daily irrigation of the urethra with silver preparations, 
had and daily swabbings of the cervix uteri with hydrogen 
t in peroxide and silver salts, is carried out. 
that Of the 318 cases treated by this method, in 245 the 
In diagnosis was confirmed bacteriologically. The duration. 


of infection ranged from 3 months to 3 years and longer. 
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The follow-up period was up to one year, with a minimum 
of 6 bacteriological examinations during that time. Out 
of 286 patients followed up, 264 (92-3%) were cured. 

H. Makowska 


287. Untreated Syphilis in the Male Negro. X. Twenty 
Years of Clinical Observation of Untreated Syphilitic and 
Presumably Non-syphilitic Groups 

S. OLansky, S. H. Scouman, J. J. Perers, C. A. SMITH, 
and D.S. Ramso. Journal of Chronic Diseases [J. chron. 
Dis.) 4, 177-185, Aug., 1956. 1 fig., 10 refs. 


A further report is presented on the Tuskegee study 
of untreated syphilis in the male negro, conducted by the 
U.S. Public Health Service, which is unique in that a 
comparable control group of non-syphilitic individuals 
has also been kept under observation. The present 
communication summarizes the clinical status, especially 
with regard to cardiovascular abnormalities, of 139 
living untreated members of the study group and 93 of 
the control group examined in the twentieth year of 
observation. 

Increasing experience has shown that the radiological 
criteria generally adopted for the diagnosis of uncom- 
plicated syphilitic aortitis are grossly unsatisfactory. 
While it is possible by this means to make an ante- 
mortem diagnosis of aneurysm and aortic insufficiency, 
the diagnosis of uncomplicated aortitis is not possible. 
A higher incidence of radiological abnormality was found 
in the cardiovascular system in the syphilitic than in the 
non-syphilitic group, and although these abnormalities 
could not all be categorically ascribed to syphilis, the 
possibility must be considered that syphilis predisposes 
to severe or premature degenerative vascular changes. 
After due allowance had been made for the changes 
consequent on ageing, it was concluded that electro- 
cardiographic abnormalities, cardiac enlargement, arterio- 
sclerosis, and abnormalities of the blood pressure were 
significantly more common in the syphilitic group. Itis | 
stressed, however, that “ this is a study of Negro males, 
of whom it has been said that the cardiovascular system 
is peculiarly susceptible to attack by the Treponema 
pallidum”. Specific manifestations of late syphilis 
were found in 23 (14-5%) out of 159 surviving syphilitic 
patients examined (including some treated cases). Out 
of these 23, in 11 (none of which had been adequately 
treated) the lesion was in the cardiovascular system, 
consisting in aortic aneurysm or regurgitation or both. 

Leslie Watt 
288. TPI Test in Treated Syphilis 
S. OLansky, A. Harris, and E. V. Price. British 
Journal of Venereal Diseases [Brit. J. vener. Dis.] 32, 
104-108, June, 1956. 2 figs., 2 refs. 


At the Venereal Disease Program laboratories, 
Washington, D.C., sera from 366 patients with treated 
syphilis in various stages were examined by the tre- 
ponemal immobilization (T.P.I.) test. Of 34 specimens 
from patients with seronegative primary syphilis 97-1% 
were non-reactive and 2:9% reactive, while of 56 sera 
from patients with seropositive primary syphilis 78-6% 
were non-reactive, 3-6% weakly reactive, and 17-:9% 
reactive. Of 196 sera from patients with secondary 
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syphilis 53:1% were non-reactive, 10-7% weakly reactive, 
and 36:2% reactive. Lastly, of 52 sera from patients 
with early latent syphilis only 5-7% were non-reactive, 
3-8% weakly reactive, and 90-4% reactive, whereas sera 
from 14 patients with late latent syphilis and 14 patients 
with treated neurosyphilis were all reactive. 

The duration of the syphilitic infection before treat- 
ment is considered to be the most important factor in 
determining the T.P.I.-test reactivity rate after therapy. 
The serum of a few patients who show non-reactive 
T.P.I.-test results after adequate treatment was reactive 
to the V.D.R.L. slide test (7 cases in 299 sera). It is 
concluded that a non-reactive result in the T.P.I. test is 
less definitive in patients previously treated for syphilis 
than in untreated patients. R. R. Willcox 


289. A Comparative Study of Price’s Precipitation 
Reaction (PPR) Using*Ox and Goat Antigens 

S. A. KHAN. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.| 32, 109-111, June, 1956. 1 ref. 


The author, working at the Central Skin and Social 
Hygiene Centre, Karachi, has tested the suitability of 
antigens prepared from the heart muscle of animals 
other than the ox for the performance of the Price 
precipitation reaction (P.P.R.). Antigens prepared from 
the heart of buffalo, sheep, and cow were not sensitive 
enough, but those from goat heart, in a 20% solution, 
gave encouraging results. A total of 7,211 sera were 
therefore tested with ox and goat antigens and the results 
compared. The variation in the results was found to 
be only 0-75%. When the results of the P.P.R. test 
with both antigens were compared with those of the 
V.D.R.L. and Meinicke tests the sensitivity and speci- 
ficity were found to be alike. Moreover, whereas ox- 
heart antigen remains in active condition for a week 
at the most, the goat antigen remains active for up to 
24 weeks and gives results similar to those obtained with 
freshly prepared ox antigen. R. R. Willcox 


290. Comparison of Rate of Titre Drop after Adequate 
Penicillin Therapy of First Infections and Re-infections in 
Syphilis 

S. Levrran, H. Miter, and J. C. Cuter. British 
Journal of Venereal Diseases [Brit. J. vener. Dis.| 32, 
112-114, June, 1956. 2 figs., 3 refs. 


An investigation was carried out under the Venereal 
Disease Program of the U.S. Public Health Service on 
12 patients treated for a first infection with syphilis and 
10 patients treated for re-infection whose serum gave 
a titre of 64 units in the Kahn test, and on a further 10 
patients treated for first infection and 10 for re-infection 
with a Kahn titre of 128 units; the time between exposure 
to infection and treatment was about the same in the 
two groups. The fall in the Kahn titre in these groups 
was studied after they had been treated with penicillin. 
Rigid criteria were adopted in the selection of those 
believed to be suffering from re-infection. 

The results are plotted on two graphs in which the 
decline in the Kahn titre is shown during the period 
after treatment. These show that whatever the Kahn 
titre before treatment, and whatever the duration of the 


disease before treatment, the rate of fall of the sero- 
logical titre was significantly more rapid following treat- 
ment in first infections than in re-infections. It is 
suggested that this difference is a reflection of immuno- 
logical changes resulting from a larger immunological 
stimulus in re-infection. R. R. Willcox 


291. Prevention of Congenital Syphilis by Treatment of 
Syphilis in Pregnancy 

N. A. NELSON and V. R. Srruve. Journal of the 
American Medical Association {J. Amer. med. Ass.] 
161, 869-872, June 30, 1956. 1 fig. 


The authors have studied the incidence of syphilis 
among 1,279 children from 423 families in which an 
infant born late in 1950 or in 1951 was under observation 
by the Baltimore City Health Department because of a 
known history of syphilis in the mother. Since 59 of 
the children were known to have been born before 
infection of the mother, these were excluded, leaving 
1,220 to be studied, 247 of whom were born to untreated 
mothers. The children of treated mothers were divided 
into two groups: (1) those whose mother had received 
one or more courses of treatment before delivery (799); 
and (2) those whose mother had received less than one 
course of treatment (174). A “course”? (which might 
be intensive or extensive, with arsenic and bismuth or 
with penicillin, or with a combination of remedies) is 
defined [somewhat vaguely] as “‘ the amount of treat- 
ment that was held to be desirable at the time the mother 
was treated and given within a reasonable period without 
excessive treatment delinquency”. A child was con- 
sidered free from congenital syphilis “‘ even though con-, 
clusive examination was not made” at the time of the 
present inquiry if: (1) no serological or clinical evidence 
of the disease could be found at 3 months of age; (2) the 
mother was serologically negative before delivery and had 
not relapsed; or (3) the mother had congenital syphilis. 

Altogether, 43 congenital infections were discovered 
among the 1,220 children; of these, 33 occurred in 
children of untreated mothers, giving an incidence of 
13-4%, and 10 in children of inadequately treated 
mothers, an incidence of 5-8%. No infection was dis- 
covered among the 794 children of adequately treated 
mothers. These figures, especially in respect of the 
first group, are considered by the authors to give a 
conservative estimate of the incidence of congenital 
syphilis as in many cases the date of infection of the 
mother was not known, while little was known about 
abortions, stillbirths, or neonatal deaths in these families. 
Moreover, 48 of the first group of children, 32 of the 
second, and 145 of the third were not examined, so that 
negative diagnoses in these cases were not conclusive. 

The authors conclude from the results of this study 
that if a syphilitic woman has had at least one course 
of treatment and has since suffered no relapse or re- 
infection, there is little or no risk that her children will 
have congenital syphilis, whatever the interval between 
treatment and delivery and whatever the results of 

serological tests at the time of pregnancy. They there- 
fore consider it unnecessary to re-treat the mother during 
each subsequent pregnancy. A. Koby 
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292. Bacteriological Assay of Small Bowel Secretion in 
Tropical Sprue 

H. Napet and F. H. GARDNER. American Journal of 
Tropical Medicine and Hygiene (Amer. J. trop. Med. Hyg.} 
5, 686-689, July, 1956. 5 refs. 


Studies of the bacterial population in the jejunum of 
patients with tropical sprue syndrome and volunteer 
control patients have been determined by intestinal 
intubation. No alteration of the bacterial flora was 
observed in sprue patients when compared to volunteer 
subjects without malabsorption. These observations 
Suggest that the impaired nutritional absorption in the 
sprue syndrome cannot be attributed to the effect of an 
altered bacterial flora.—[Authors’ summary.] 


293. Absorption in Sprue of Vitamins of the B Complex 
R. H. Girpwoop. Lancet [Lancet] 2, 700-701, Oct. 6, 
1956. 7 refs. 


294. Tropical Sprue. A Study of Seven Cases and Their 
Response to Combined Chemotherapy 

M. Frencu, R. GAppie, and N. M. SmirH. Quarterly 
‘ournal of Medicine [Quart. J. Med.) 25, 333-351, July, 
1956. 6 figs., 31 refs. 


The aetiology of tropical sprue remains obscure. This 
disorder can no longer be regarded as a deficiency disease, 
and although liver extract and certain vitamins bring 
about improvement or cure of the anaemia, they do not 


correct the defect in the absorptive function of the 


intestine, particularly for fat. In sprue there is a dis- 
‘turbance of the normal bacterial flora in the gastro- 
intestinal tract and, whether this be primary or secondary, 
it was thought that modification of the intestinal flora 
by antibiotics might throw some light on the genesis of 
the condition. The authors of this paper therefore 
carried out, at the General Hospital, Birmingham, 
an investigation into 7 cases of moderately severe un- 
complicated tropical sprue, which were treated orally 
with antibiotic or chemotherapeutic drugs. The patients 
were young Servicemen who had been flown home direct 
from Hong Kong or Malaya. The diagnosis was based 
on the typical history and on the results of special 
investigations. In all cases the level of fat absorption 
was below 85% (normal 90%), chylomicrographs (after 
ingestion of 24 g. of butter-fat) showed a delayed and 
subnormal lipaemia, and oral glucose tolerance tests 
(50 g. of glucose) showed a delayed and subnormal rise 
in the blood sugar level; the pancreatic enzyme activity 
was normal in all cases. “* Follow-through” x-ray 
examination with ordinary barium showed flocculation 
in the small intestine, and the pattern of a dilated 
small intestine was seen with a non-flocculating sus- 
pension. Blood examination showed a slight anaemia, 
with a diminished erythrocyte count and a tendency 
to macrocytosis. 
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Preliminary observation over several weeks having 
shown no spontaneous improvement, the following 
drugs were then given singly in short courses of several 
days each, two or more drugs being used seriatim, and 
administered in four equal doses in the 24 hours: 
succinylsulphathiazole, 10 g. daily; phthalylsulphathia- 
zole, 6 g. daily; chloramphenicol, 1 or 2 g. daily; 
aureomycin, 1 or 2 g. daily; streptomycin, 1 g. daily; 
and crystalline penicillin, 2 mega units daily. After the 
course of chemotherapy there was a rapid return of fat 
absorption to normal, in some cases a level of 90% being 
reached before the end of the course. Appetite and 
well-being improved within 5 to 7 days from the start 
of therapy and body weight rapidly increased. Chylo- 
micrographs and glucose tolerance curves returned to 
normal, and x-ray examination showed a small intestine 
of normal calibre and mucosal pattern, although some 
excess of intestinal mucus was still present. In all cases 
the haemoglobin level was normal on discharge but some 
degree of macrocytosis remained. In most cases the 
stools had returned to normal volume, colour, and con- 
sistency, varying to some degree with the drug used. 
These studies were carried out in 1951-3 and follow-up 
questionaries in 1954 and 1955 have revealed no symp- 
toms suggestive of relapse. 

It seems probable that most patients returning to this 
country ultimately recover from tropical sprue, though 
the average duration of the illness is not known. The 
striking changes in these 7 cases were almost certainly 
due to the administration of the drugs employed, the 
effect presumably being brought about by their anti- 
bacterial action on the intestinal flora. The various 
possible mechanisms are discussed. A. G. Shaper 


295. Effects of Heavy and Repeated Malarial Infections 
on Gambian Infants and Children. Effects of Erythro- 
cytic Parasitization 

I. A. McGrecor, H. M. Gues, J. H. Watters, A. H. 
Davies, and F. A. Pearson. British Medical Journal 
[Brit. med. J.| 2, 686-692, Sept. 22, 1956. 5 figs., 13 refs. 


In a study carried out in a hyperendemic malarial 
district of the Gambia of the effects of repeated and heavy 
malarial infection on African infants and young children 
a group of 26 newborn infants were treated with one ~ 
weekly dose of chloroquine, 6 mg. of base per kg. body 
weight, while a comparable group were given a lactose 
placebo and acted as a control. When the protected 
children reached the age of 2 the dose of chloroquine 
was changed to a flat rate of 150 mg. of base. The two 
groups were treated in an identical fashion; in particular 
the established pattern of infant feeding customary in 
rural Gambia was not altered. The groups were regu- 
larly inspected and examined in the field, and 3 years 
and 4 months later were admitted to hospital, where de- 
tailed investigations were carried out. Only 20 of the 
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protected and 13 of the control children were available 
at this time, owing to death or change of domicile. 

After the unprotected children became infected with 
malaria they grew more slowly than the protected chil- 
dren, though by the end of the study there was little 
difference in body weights. The mean haemoglobin 
value in the unprotected group was lower than in the 
protected group. There were 6 deaths, all in the first 
16 months of life. The cause of death of the one child 
in the protected group who died was acute gastro- 
enteritis, while the 5 children dying in the unprotected 
group were known to be heavily infected with malaria 
immediately before death. On admission to hospital 
the nutritional status of both groups was good, though 
all unprotected children showed heavy parasitaemia 
(Plasmodium falciparum 100%, P. malariae 61-:5%, 
P. ovale 7:7°%) which was associated with hepato- and 
splenomegaly in all cases, whereas only 2 out of 16 
(12:5%) of the protected children had enlarged livers and 
one (63%) an enlarged spleen. The malaria was com- 
pletely asymptomatic. Hookworm and Ascaris ova 
were found in the stools of 68-8% of protected children 
and 385% of unprotected children, with a greater 
density in the unprotected group. Filaria and Enta- 
moeba histolytica were absent from both groups. Exami- 
nation of the serum protein pattern showed that the 
mean values for serum total protein and the globulin 
fraction were higher in the unprotected than the pro- 
tected group, the value for gamma globulin being almost 
one-third higher in the unprotected children. 

The authors conclude that erythrocytic malarial para- 
sitization exerts its main effects through acute attacks 
of malaria during the first 2 years of life. Once sufficient 
resistance has been acquired the affected children appear 
to regain lost ground quickly, despite moderately dense 
parasitaemia. R. A. Neal 


296. Combined Therapy of Amebiasis with Diiodo- 
hydroxyquinoline, Chloroquine, Bacitracin, and Neomycin 
E. H. LOUGHLIN and W. G. MULLIN. Antibiotic Medi- 
cine and Clinical Therapy [{Antibiot. Med.] 3, 120-125, 
July, 1956. 39 refs. 


The results obtained with a mixture of diiodohydroxy- 
quinoline, chloroquine diphosphate, bacitracin, and neo- 
mycin (as sulphate) in 30 cases of chronic intestinal 
infection with Entamoeba histolytica are reported from 
New York Medical College and the Flower and Fifth 
Avenue Hospitals, New York. The drugs were ad- 
ministered in a single tablet (“‘ diodotracin ”’), containing 
350 mg. of diiodohydroxyquinoline, 50 mg. of chloro- 
quine, 1,000 units of bacitracin, and 4,000 units of 
neomycin. The ages of the patients ranged from 7 to 
64 years; those between 5 and 10 years received 1 tablet 
3 times a day and those over 10 years received 2 tablets 
3 times daily, the duration of treatment being 10 days. 
Faecal smears were examined weekly for a minimum of 
6 weeks for the presence of cysts of E. histolytica, begin- 
ning 2 days after medication ceased. In none of the 
30 cases was there parasitic recurrence, and ulceration 
of the colon cleared up in all 5 cases in which it was 
found before treatment. Cysts were still present in the 


faeces 2 days after treatment in 5 cases, but later searches 
proved negative. No instance of hepatitis due to 
E. histolytica was noted during the period of observation, 
nor were there any toxic symptoms or side-reactions. 

I. M. Rollo 


297. Urinary Bilharziasis: the Results of Treatment 
with Anthiomaline Administered Intravenously in Sixty- 
two Cases 

J. RitCHKEN and E. SANDERS. Central African Journal 
of Medicine {Cent. Afr. J. Med.] 2, 249-253, July, 1956. 
22 refs. 


The authors of this report describe the results 
obtained in private practice in Southern Rhodesia from 
the intravenous administration of ‘ anthiomaline” 
(lithium antimony thiomalate) to 62 male and 29 female 
European patients suffering from urinary schistoso- 
miasis. It is pointed out that this route of administration 
is a departure from the usual method of giving this drug, 
namely, by intramuscular injection. In most cases the 
infection was light, but in all cases the diagnosis was 
confirmed by the finding of ova of Schistosoma haemato- 
bium in the urine, for which the whole of the centrifuged 
deposit of a 24-hour specimen of urine was examined 
microscopically. Anthiomaline was infused slowly as a 
6% solution, the first dose being 0-5 ml., the second 1-0 
ml., and the third and following doses being 2 ml. for 
children under 10 years of age and 2-5 to 3 ml. for 
those over this age; no patient was given more than 
3 ml. at one time. Treatment was given on alternate 
days until a total dose of 40 to 45 ml. for children 
under 15 years or 45 to 55 ml. for adults was attained. 
Of the 91 cases treated, 62 were followed up, 46 after 
3 months, 19 after 6 months, and 44 after one year. 
In none of the cases were schistosome ova found in the 
urine. 

The toxic effects of the drug were not consistent in all 
cases. Coughing occurred in a few patients shortly 
after the infusion, but was never troublesome; some 
patients vomited at the time of injection or 1 to 2 hours 
later; most older patients, but not children, reported 
muscle and joint pains on the day after injection, while 
a few of the children showed mild conjunctival congestion 
during the course of treatment and there was one case 
of herpes zoster in a girl aged 9. One 6-year-old boy 
who vomited after each intravenous infusion was then 
treated by intramuscular injection, but developed profuse 
sweating, continuous coughing and vomiting, became 
ashen grey, and appeared to be dying; treatment was 
discontinued and he gradually recovered. The authors 
are much in favour of intravenous injection of anthio- 


maline for urinary schistosomiasis, but point out that 


the necessity of having to give 20 injections to young 
children and 18 to adults is a disadvantage. 

[These results must be accepted with some reservations 
because of the method of follow-up examination. Ova 
may hatch in urine that has been standing for 24 hours 
at room temperature; also, in light infections it is not 
uncommon for ova to be absent from the urine unless 
micturition is preceded by exercise likely to contract the 
bladder wall.] O. D. Standen 
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298. Removal of Ragweed Pollen from Environmental 
Atmosphere of Patients. The Evaluation of an Electro- 
static Precipitator Combined with an Air Conditioner 

H. S. Novey, J. W. Irwin, J. WeLTs, and W. S. BURRAGE. 
Journal of Allergy {J. Allergy] 27, 398-408, Sept., 1956. 
4 figs., 14 refs. 


In this communication from Massachusetts General 
Hospital (Harvard University), Bostom, is described an 
electrostatic precipitator which is combined with an air- 
conditioning machine. The apparatus is capable of 
cleaning the air of a room of 3,500 cubic feet (100 c. metres) 
within 5 minutes, but it does not remove particles settled 
on the floor or on furniture. When 2 g. of ragweed 
pollen was dispersed in such a room it took one week 
to clear it. Patients with hay-fever usually noted some 
relief after they had stayed in the room for one hour, 
but those with asthma did not. 

The authors conclude that a room can be kept free of 
pollen only if all doors and windows are kept closed 
most of the time and the apparatus described is run 
continuously. Alternatively, an apparatus should be 
used which not only cleans the circulating air, but also 
ontinuously stirs up particles settled on surfaces. . 

H. Herxheimer 


299. Diarrhea Caused by Food Allergy 

A. H. Rowe, A. Rowe, K. UyeyAma, and E. J. YOUNG 
Journal of Allergy {J. Allergy| 27, 424-436, Sept., 1956. 
30 refs. 


The authors report that in 30 cases of persistent 
diarrhoea and other gastro-intestinal symptoms (26 in 
adults and 4 in children) allergy to certain foods could 
de traced; cases of pollen allergy and of ulcerative colitis 
were excluded. In all cases the aetiology was established 
by the administration of a fruit-free elimination diet 
consisting, for instance, of rice, tapioca, potato, lamb, 
chicken, soya, cottonseed oil, sugar, salt, and water, 
‘o which other foods were gradually added. In most 
of the cases milk (24 cases), fruit, or spices proved to 
be the cause of the diarrhoea, and their elimination had 
a lasting curative effect. Three illustrative case histories 
are given. H. Herxheimer 


300. Experimental Arterial Sensitization. Studies on 
the Specificity of ‘* Shock Tissue ”’ 

S. G. Conen, D. S. Dzury, and J. W. WAtsH. Journal 
of Allergy [J. Allergy] 27, 461-472, Sept., 1956. 1 fig., 
36 refs. 


The authors state that although the anatomical site of 
an anaphylactic reaction is thought to be constant for 
any particular species, it may depend to some extent on 
the route of administration of the antibody and antigen. 
In studies carried out at the Veterans Administration 
Hospital, Wilkes-Barre, Pennsylvania, rabbits were pas- 


sively sensitized with homologous antiserum and given a 
challenge dose of horse serum. The sensitization and 
challenge injections were administered intravenously 
through the ear vein, or intra-arterially through the 
carotid artery, or’ intraperitoneally. All 10 animals 
treated intravenously showed typical pulmonary peri- 
arterial lesions, with .eosinophil infiltration of the small 
arteries and arterioles of the lungs, but not of other 
organs. Of the 9 animals treated intra-arterially, 6 
developed similar, but milder and less numerous, pul- 
monary lesions; other organs were not affected. 
In the 8 animals treated intraperitoneally vascular lesions 
in the lungs were rare and mild, and the liver was free 
from lesions. A _ specificity of the rabbit lung for 
antigen-antibody is suggested. H. Herxheimer 


301. Syndromes Associated with ‘‘ Allergic ’’ Vasculitis 

R. P. McComas, J. F. PATTERSON, and H. E. MACMAHON. 
New England Journal of Medicine [New Engl. J. Med.] — 
255, 251-261, Aug. 9, 1956. 6 figs., 23 refs. 


Inflammation within the walls of blood vessels may 
develop as a non-specific reaction to various stimuli, 
such as trauma, thrombosis, tumours, and xantho- 
matosis, but in the absence of evidence of an alternative 
cause an allergic origin must be considered as a pos- 
sibility. Proof of allergic aetiology is often difficult, 
but the increasing use of skin and muscle biopsy has 
shown that vasculitis is frequently associated with 
obvious allergic reactions, and the present authors 
consider that its presence in other, more obscure, dis- 
orders may be due to the same mechanism and may give 
rise to a diversity of clinical manifestations. Included 
amongst these are arthralgia, oedema, purpura, fever, 
loss of weight, subcutaneous nodules, pneumonitis, der- 
matitis, muscle tenderness and weakness, urticaria, 
gastro-intestinal haemorrhage, renal failure, and various 
lesser manifestations. ’ 

Of a series of 30 patients seen at the New England 
Center Hospital (Tufts University School of Medicine), 
Boston, in all of whom “ allergic ” vascular changes were 
demonstrated by skin or muscle biopsy or both, 18 could 
be diagnosed as having contact dermatitis with generalized 
“id” reaction, urticaria with angioneurotic oedema, 
purpura, erythema nodosum, or dermatomyositis; the 
remaining 12 had no recognizable syndrome. Nineteen 
of the patients received ACTH or cortisone treatment 
and responded well, many without recurrences. Renal 
lesions, however, in certain other cases were not regularly 
benefited by steroid therapy. The elimination of any 
causative factors present still remains the most effective 
and important part of the treatment. 

Details of the individual cases are given and indicate 
that prognosis for recovery is good in most cases. 

G. B. West 
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302. Modern Treatment of the Malabsorption Syndrome 
in Adults 

J. M. Fintay and K. J. R. WIGHTMAN. Annals of 
Internal Medicine [Ann. intern. Med.| 45, 191-206, Aug., 
1956. 8 figs., 37 refs. 


The authors, working at the University of Toronto, 
have compared the effects of two recently introduced 
methods of treatment of the malabsorption syndrome, 
namely, with cortisone and by the administration of a 
gluten-free diet. 

The 26 adult patients who completed the course of 
treatment formed two groups: (1) 14 with primary disease 
(idiopathic sprue) and (2) 12 with secondary disturbances. 
Initially 8 in Group | were treated with cortisone orally 
in doses of 125 mg. daily, together with adjuncts such as 
vitamin D, liver extract, and folic acid, but continued to 
take a normal diet. As improvement occurred the dose 
of cortisone was reduced, some patients being maintained 
with as little as 25 mg. daily. Some of the patients were 
later given a gluten-free diet in addition, while in other 
cases cortisone was withdrawn and a gluten-free diet 
administered when symptoms recurred. Others again 
were given a gluten-free diet alone; the authors point 
out that the exclusion of gluten must be well-nigh 
complete. 

In 25 of the 26 cases faecal fat excretion was shown 
to range from 14 to 63% of the dietary intake before 
treatment; this was reduced by at least one-third in all 
but 2 of the patients after therapy, normal excretion 
being restored in 4 patients (2 treated by gluten-free diet, 
one with cortisone, and the fourth by a combination of 
these methods). Weight increased in all but 2 patients 
in Group 1, the average gain being 22 lb. (10 kg.), and 
in 7 out of 10 in Group 2 in which adequate weight 
records were available, the average gain being 28 Ib. 
(12-7 kg.). Diarrhoea was rapidly relieved in patients 
receiving cortisone, but more slowly in those given the 
gluten-free diet; 10 patients complained of constipation 
after several months of treatment. 

In 12 cases a hypotensive blood pressure was restored 
to normal by the treatment. In 8 patients with a low 
serum protein content (less than 5-5 g. per 100 ml.) 
the level was increased by 1 to 2 g. per 100 ml. A rise 
in the serum cholesterol level of 100 mg. per 100 ml. or 
more occurred in 5 patients with low initial levels. In 
4 cases also the serum calcium value rose to normal from 
initial levels of between 5-6 and 8 mg. per 100 ml. 
without added vitamin D or calcium, as a result of 
combined treatment. In those given cortisone alone the 
administration of vitamin D obscured the response; in 
one case the serum calcium level fell during cortisone 
therapy but rose when a gluten-free diet was added. 
Previous treatment with liver extract or folic acid com- 
plicated the response of the macrocytic anaemia, but in 


4 patients receiving the gluten-free diet a rise of 20% 
occurred in the haemoglobin level without such therapy. 
In the great majority of cases carbohydrate absorption 
improved, the xylose tolerance curve rising with successful 
therapy. 

The authors conclude that the response to cortisone is 
more rapid but less complete than that to a gluten-free 
diet. The two methods of treatment appear to be 
synergistic in the early stages of treatment, but remission, 
once established, can be maintained with either alone, 
the gluten-free diet being preferable. They speculate 
that these methods of treatment act by causing an 
alteration in the physicochemical state of the bowel 
contents. A. Gordon Beckett 


303. Bone Salt Metabolism in Human Rickets Studied 
with Radioactive Phosphorus 

G. C. H. Bauer, A. CARLSSON, and B. LINDQUIST. 
Metabolism [Metabolism| 5, 573-581, Sept., 1956. 
5 figs., 15 refs. 


In studies carried out at the University of Lund, 
Sweden, the accretion rate of bone salts was studied by 
means of radioactive phosphorus (32P) in 4 healthy 
children, in 2 with deficiency rickets, and in 2 with 
resistant rickets. The accretion rate (A) was deter- 
32Pobs 
TXSm’ 
the total amount of 32P present in the inorganic portion 
of a calcified tissue, T the interval of time between the 
administration of a single dose of 32P and the observation, 
and Sm the mean specific activity of serum phosphorus 
during this interval. The children received the 32P in 
a dose of 2 uc. per kg. body weight given as an intra- 
muscular injection of 1 to 2 ml. of a solution of radio- 
active phosphoric acid in physiological saline, sodium 
phosphate being added to raise the phosphorus content 
to approximately 7 mg. per 100 ml. Bone specimens 
were obtained from the tibia with a borer 6 to 10 days 
later and corisisted chiefly of compact bone. 

The accretion rate in the 2 children with deficiency 
rickets was lower than that in the 2 healthy children of 
comparable age and was restored to normal by adminis- 
tration of vitamin D in doses of 30,000 to 45,000 i.u. 
per day. In the 2 children with resistant rickets the 
accretion rate was almost the same as in the 2 comparable 
healthy children, but rose to values higher than normal 
after administration of massive doses of vitamin D 
(150,000 to 500,000 i.u. per day). The increased accre- 
tion rate of 32P following treatment with vitamin D 
indicates a greater deposition than can be accounted for 
by increased absorption from the gut, from which the 
authors conclude that the administration of vitamin D 
probably increases the rate of mobilization of bone 
salts. F. W. Chattaway 
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304. Observations on Cardiospasm and Its Treatment 
by Brusque Dilatation 

R. SCHINDLER. Annals of Internal Medicine [Ann. intern. 
Med.) 45, 207-215, Aug., 1956. 6 figs., 4 refs. 


The author reports his results in 84 cases of cardio- 
spasm with acute dysphagia which were treated by 
brusque dilatation, using the Starck metal dilator. Of 
these cases 80 (95%) were cured, while 2 others were 
completely relieved of symptoms although radiography 
still showed considerable abnormality in the oeso- 

.phagus. No deaths occurred as a result of treatment, 

in spite of the fact that one patient was aged 87 and 
another suffered from severe cardiac insufficiency. 
Complications occurred in 5 cases, fever developing in 
3 cases and minor lesions of the stomach in 2. There 
was no case of recurrence, and in the majority the 
oesophagus presented a completely normal radiological 
appearance. Aithough some cases of reflex oesophagitis 
might have been expected, none was seen. 

The author considers that there are two types of cardio- 
spasm. In the first type, much the more common, the 
obstruction lies slightly above the diaphragm, a con- 
tracted segment ranging from 2 to 5 cm. in length lying 
between this point and the cardia; this obstruction does 
not relax during swallowing. In the second type, of 
which only 3 cases occurred in his series, the obstruction 
is at the cardia itself and may be accompanied by 
enormous dilatation of the abdominal oesophagus. 
Although in 1926 the author considered cardiospasm 
to be mainly psychogenic in origin and described various 
specific emotional episodes which he considered typical 
of the condition, he has since changed his opinion. He 
points out that in the present series of cases no such 
psychogenic factors were present, except perhaps in one 
case. A. Gordon Beckett 


STOMACH AND DUODENUM 


305. The Duodenal Mechanism in the Control of Gastric 
Motility. Intraluminal Gastric and Duodenal Pressure 
Studies 

S. H. Lorsper and H. SHAy. Gastroenterology (Gastro- 
enterology] 31, 117-129, Aug., 1956. 4 figs., 20 refs. 


Changes in gastric antral and duodenal cap motor 
activity were recorded by continuous measurement of 
intraluminal pressures in these areas through open-lumen 
tubes following the instillation into the second portion 
of the duodenum of one of a variety of agents. In most 
instances, coordination of motor activity between the 
antral and duodenal cap areas was observed. Patients 
included one group with achlorhydria after histamine 
stimulation, a second group with normal acid secretory 
response to an Ewald meal, and a third group with hyper- 
acidity. Approximately isotonic hydrochloric acid de- 
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pressed or abolished pressure-wave activity in all 8 
patients with anacidity, in 4 of 6 patients with normal 
acidity, and in 3 of 5 with hyperacidity. Five per cent 


- (isotonic) glucose was without effect on these 3 groups 


of patients as was 1°% sodium bicarbonate. Five per 
cent (hypertonic) sodium bicarbonate resulted in a 
decrease or abolition of antral pressure waves in 5 of 
8 patients with anacidity and in 3 of 5 patients with 
normal acidity but was without effect in 3 patients with 
hyperacidity. Twenty-five per cent (hypertonic) glucose 
uniformly depressed antral pressure-wave activity in 
patients with anacidity and normal acidity. In 2 of 
3 patients with hyperacidity, antral pressure activity was 
depressed, but in one individual no effect was observed. 
Olive oil was the most effective inhibitor of gastro- 
duodenal pressure-wave activity in all three groups. The 
much longer latent period of response in the anacid 
group for fat than that found for HCl is suggestive of a 
difference in mechanisms or pathways through which 
fat and HCl operate—the one hormonal and the other 
through a short reflex mechanism. These data confirm 
previous observations of the selectivity and sensitivity of 
the duodenal mechanism in its regulation ef gastric 
motor activity and support the important role which the 
intrinsic secretion of hydrochloric acid contributes to it. 
—[Authors’ summary.] 


306. Plasma Pepsinogen in Peptic-ulcer Disease and 
Other Gastric Disorders. A Clinical and Laboratory 
Evaluation 

C. S. Hoar and J. R. BROWNING. New England Journal 
of Medicine [New Engl. J. Med.] 255, 153-158, July 26, 
1956. 6 figs., 13 refs. 


Estimations of the plasma pepsinogen level were 
carried out at the Veterans Administration Hospital, 
West Roxbury, Massachusetts, and the Peter Bent 
Brigham Hospital (Harvard Medical School), Boston, 
on 89 healthy control subjects, 74 patients with radio- 
logically demonstrable duodenal ulcer and 47 who had 
undergone subtotal gastrectomy for that condition, 15 
patients with gastric ulcer, 5 with gastric carcinoma, and 
5 who had uridergone total or nearly total gastrectomy. 
It was shown that the plasma pepsinogen level was fairly 
constant from day to day and during the day in any 
individual, the results of its estimation being reproducible 
by the procedure used (Mirsky’s modification of Ansen’s 
method) with an average coefficient of variation of 4%. 
It was also found that the plasma pepsinogen level 
remained constant after meals. The mean plasma 
pepsinogen level was significantly higher in cases of 
gastric and duodenal ulcer than in the control group, 
and there was no significant difference between the values 
associated with the two types of ulcer. ‘On the other 
hand the mean plasma pepsinogen level in cases of 
duodenal ulcer after subtotal gastrectomy was below 


y 
is 
ny 
1S 
in 
a- 
nt | 
ns 
ys 
cy 
of 
is- 
the 
ble 
nal 
al 
re- 
D 
for 
the 
1D 
one 


94 GASTROENTEROLOGY 


that in the controls. In the group with carcinoma the 
mean value was significantly lower than in the control 
group, and it is suggested that a low level of plasma 
pepsinogen in the presence of a gastric ulcer is a strong 
indication of carcinoma. 

Experiments on dogs showed that the plasma pep- 
sinogen level was reduced after vagotomy, but of 5 
patients subjected to vagotomy, only 3 showed a marked 
fall in the level. A transient elevation of the plasma 
pepsinogen level in the peripheral venous blood in dogs 
was obtained by the intravenous infusion of ACTH 
(corticotrophin) over a 6-hour period, but all attempts 
to elevate the level by the induction of peptic ulcers with 
histamine and by vagal stimulation failed. 

E. Forrai 


307. ABO Blood Groups and Gastro-duodenal Diseases 
B. P. BmumNcTon. Australasian Annals of Medicine 
[Aust. Ann. Med.] 5, 141-148, May, 1956 [received Sept., 
1956]. 22 refs. 


At the University of Sydney the distribution of the 
ABO blood groups in patients with peptic ulcer and 
gastric carcinoma was compared with that in controls, 
including 30,000 consecutive donors to the New South 
Wales Red Cross Blood Transfusion Service and “all 

. hospital recipients in 1950” of transfusions for 
conditions other than  gastro-intestinal diseases or 
haemorrhage from the gastro-intestinal tract. There 
was a highly significant correlation between chronic 
duodenal ulcer (192 patients) and the possession of 
Group-O blood. No over-all significant difference was 
observed, however, between the ABO blood-group 
distribution in controls and that in 237 patients with 
chronic gastric ulcer and 252 patients with gastric 
carcinoma. However, if the lesions were classified as 
prepyloric (180 cases) and “ non-prepyloric (309 
cases), then in patients with prepyloric lesions, both 
benign and malignant, there was a significantly higher 
incidence of Group-A blood than in the controls. In 
patients with non-prepyloric lesions the blood-group 
distribution was also significantly different from that in 
the controls, there being an increased incidence of 
Group-O blood. 

The possible genetic implications of these findings are 
discussed, and it is suggested that further work is neces- 
sary to evaluate the association of ABO blood groups 
with gastric resistance or susceptibility to disease. 

I. McLean Baird 


308. Blood Volumes in Gastroduodenal Haemorrhage 
D. J. Tipps. Lancet [Lancet] 2, 266-274, Aug. 11, 1956, 
12 figs., 14 refs. 


Blood volume in patients suffering from acute gastro- 
duodenal haemorrhage was studied at the Royal Victoria 
Infirmary, Newcastle upon Tyne. The relative value 
for this purpose of the azovan-blue dye technique for 
measuring plasma volume and the radioactive-phosphorus 
technique of Reeve and Veall (J. Physiol., 1949, 108, 12) 
for measuring erythrocyte volume was first determined 
in a group of 19 patients with uncomplicated peptic ulcer, 
and it was found that in 15 the total blood volume was 


slightly higher when estimated by the dye and haemato- 
crit method than when estimated by the radioactive- 
phosphorus method. A correction factor was devised, 
and the dye technique was used to determine the blood 
volume in 33 patients with gastro-duodenal haemorrhage, 
the clinical features being correlated with the findings. 
The pulse rate generally tended to increase as the blood 
volume decreased, although in 2 patients with a pulse 
rate of 120 or more per minute the volume was normal 


‘and many patients had a pulse rate of 70 to 80 per 


minute despite a low blood volume. A systolic blood 
pressure below 110 mm. Hg was “a useful positive 
indication ” of reduced blood volume, while a diastolic 
pressure below 60 mm. Hg was associated with moderate 
or severe haemorrhage. The most valuable clinical sign 
of depleted blood volume was pallor of the hands. 
There was a relationship between a low plasma protein 
level and the degree of blood loss. It is concluded that 
protein mobilization is an essential factor in the com- 
pensatory restoration of blood volume after haemorrhage. 
I. McLean Baird 


309. The Influence of Some of the Salicyl Compounds 
(and Alcoholic Beverages) on the Natural History of Peptic 
Ulcer 

R. K. Brown and N. MITCHELL. Gastroenterology 
[Gastroenterology] 31, 198-203, Aug., 1956. 5 refs. 


In this paper from Howard University, Washington, 
D.C., the authors report the results of an investigation 
into the possible effects of salicylic compounds and of 
alcohol in cases of peptic ulceration. Among 70 negro 
patients admitted to hospital with massive gastro- 
intestinal haemorrhage, a diagnosis of peptic ulcer was 
made and subsequently confirmed in 51 cases; in 36 
(71%) of these salicylic compounds had been taken 
2 hours to 5 days previously, and in 7 (149%)—47% of 
the remainder—the haemorrhage had followed the taking 
of alcoholic beverages. The amount of salicylate taken 
varied from a single tablet of aspirin to repeated daily 
doses of a variety of compounds. In no case did 
haemorrhage follow the very first experience of the drug, 


whereas in 4 cases ingestion of the same or a different | 


salicylic preparation was followed by recurrent haemor- 
rhage. Of 9 patients with perforated peptic ulcer, 7 had 
taken salicylates “‘ in relation to the onset of symptoms ”’. 
Four patients in whom ulceration persisted despite 
adequate medical treatment of 3 months’ to 4 years’ 
duration responded promptly when salicylates were 
withheld. Of 72 patients admitted to hospital for con- 
ditions other than gastro-intestinal haemorrhage, 29 
(40°) had taken salicylic compounds within a week of 
the onset of symptoms or admission to hospital. A 
similar relationship between the taking of alcohol and 
the onset of symptoms or admission to hospital was 
found in 10 (11-7%) of 85 control cases. 

While they recognize that, all the patients studied 
being negroes, racial factors may have to be taken into 
account, the authors conclude that “ salicyl compounds 
and alcoholic beverages probably increase the erosive 
activity of acid-pepsin secretions in some patients with 
ulcer disease’. They suggest that elective surgery in 
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cases of repeated or recurrent haemorrhage be withheld 
when the haemorrhage is related to the ingestion of 
salicylic compounds, alcohol, or both, as their with- 
drawal usually yields good results. They also suggest 
that medicines containing salicylates or alcohol should 
carry a label warning patients with peptic ulcer against 
their use. L: G. Fallows 


310. The Treatment of Peptic Ulcer by Blocking the . 


Cervical and Paravertebral Ganglia with Erythema- 
producing Doses of Ultraviolet Rays. (Jlewexue aspeHHoii 
 y3JI0B SPHTEMHbIMH 

3. S. KIRCHEVA-FRIDLYAND and A. T. RatNov. Bonpoce: 
Xypopmoaozuu, Pusuomepanuu u Jleweduok Pusurec- 
cou Kyaemype [Vop. Kurort. Fizioter.) 48-53, No. 3, 
July—Sept., 1956. 


The use of ultraviolet irradiation in the treatment of 
septic ulcer is based on the theory of Bykov and Kurtsin, 
which regards the disease as resulting from a fixed 
complex of cortico-visceral reflexes. Ultraviolet rays are 
said to have been shown to exercise a specific “‘ para- 
diotic ” action on the nervous system via the cutaneous 
receptors, blocking the corresponding autonomic ganglia 
and rendering them temporarily impervious to stimuli 
ip to a certain degree of severity, thereby breaking the 
vicious Circle. 

In an attempt to produce such a block in the cervical 
iutonomic ganglia ultraviolet irradiation of 3 cervical 
areas (2 lateral and one posterior) was performed on 
381 patients with peptic ulcer at the Research Institute 
of Balneology and Physiotherapy, Sophia, Bulgaria. 
The course lasted 30 days, each area being exposed 10 
‘o 12 times, the dose increasing gradually from 1} 
* biodoses ” [? erythema doses] to 3 or 4 biodoses. 
Disappearance of pain and a reduction in gastric acidity, 
‘ogether with a reduction in the blood acetylcholine 
‘evel, were observed in 230 cases within the first 2 weeks 
and in 94 others towards the end of one month; this 
‘mprovement was generally preceded, during the first 
week, by an exacerbation of symptoms and a transient 
increase in gastric acidity. Later, x-ray examination 
showed disappearance of the ulcer crater in most cases. 
'n a follow-up of 128 cases for 3 years the recurrence 
rate was just over 17%. 

Sensitivity to ultraviolet rays was found to be con- 
sistently higher in patients with peptic ulcer than in 
normal individuals, but it tended to return to normal 
with clinical improvement. A. Swan 


311. The Geographical Distribution of Cancer of the 
Stomach in the Netherlands (Period 1946-1952) . 

S.W. Tromp. British Journal of Cancer (Brit. J. Cancer] 
10, 265-281, June, 1956 [received Oct., 1956]. 7 figs., 
2 refs. 


In a previous paper (Tromp and Diehl, Brit. J. Cancer, 
1955, 9, 349; Abstracts of World Medicine, 1956, 
19, 364) the differences in mortality from cancer of 
the stomach between regions of the Netherlands were 
related to differences in the type of soil. In the present 


paper the geographical distribution of mortality from 
cancer of the stomach between and within the 11 pro- 
vinces of the Netherlands is again studied. Specific 
rates for 5-year age groups from 40 to 85 and over in 
each sex and in each municipality, based on official 
Statistics of deaths registered during the seven years 
1946-52 and related to the census population of 1947, 
form the basic data. (The municipality is the smallest 
administrative unit in the Netherlands.) 

Reference to the maps showing the distribution of 
mortality in the various age groups indicates that in the 
southern provinces (Zeeland, Noord-Brabant, and Lim- 
burg) mortality from cancer of the stomach is high. To 
the north of these li¢és a belt of provinces with relatively 
low rates (Zuid-Holland, Utrecht, and Gelderland), while 
to the north-east is another group with high rates 
(Friesland and Drenthe). This geographical distribu- 
tion is generally similar for the two sexes, the ratio of 
male to female mortality from this cause being roughly 
constant (1-5:1) for each province. 

When the municipalities are classified according to 
size of population and rural or industrial character the 
mortality in each sex is found to decrease with increase 
in the size of the population and to be higher in the rural 
than in the industrial areas (except in males in 3 pro- 
vinces). These associations are the converse of those 
which have been demonstrated in the same areas in 
regard to cancer of the lung. No relationship between 
mortality from gastric cancer and density (as opposed 
to size) of population or average income can be demon- 
strated. E. Lewis-Faning 


312. The Epidemiology of Gastric Cancer in Oslo: 
I. Material, Diagnosis and Mobility of Population. Some 
Sources of Error. II. Cartographic Analysis of Census 
Tracts and Mortality Rates of Sub-standard Housing 
Areas 

O. TORGERSEN and M. PeETerseN. British Journal of 
Cancer [Brit. J. Cancer] 10, 292-298 and 299-306, June, 
1956. 4 figs., 22 refs. 


These two papers present the results of an analysis 
of local variations within the city of Oslo in the mortality 
from cancer of the stomach, possible sources of error in 
the data being discussed in the first and the results them- 
selves in the second. [Although this is the natural 
sequence of presentation, it is perhaps easier to assimilate 
the results first and then consider to what extent, if any, 
they could be invalidated by particular types of error in 
the material.] 

There were 843 deaths from gastric cancer in the age 
group 50-79 years in Oslo in the 5 years 1949-53, 
providing an average annual rate for this age group of 
14-4 per 10,000 males and 8-0 per 10,000 females. At 
ages 50 and over the mortality for males from this cause 
in some districts, mainly in the inner zone of the city, 
was above 100 per 10,000, whereas in other districts it 
was below 58 per 10,000. By a cartographic analysis 
based on the mortality in each of the 209 “* census tracts ”’ 
of the city some general association of high mortality 
from gastric cancer with high dwelling density and with 
concentration of industry was found, but there were 
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marked discrepancies in some areas. A comparison was 
therefore made between certain central “* slum-clearance ”’ 
districts, the rest of the inner zone, and the outer zone. 
The “ slum-clearance ”’ districts had been so designated 
by the Oslo Town Planning Office on account of sub- 
standard housing as well as high dwelling density, and 
were characterized by certain other undesirable features 
such as a disproportionate number of children under 
public care and a high rate of crime. 
given in the following table, the figures representing 
deaths from gastric cancer per 10,000 population per 
year. 


Age Groups (Years) 
District 50-59 60-69 70-79 
M | F M | F M | F 
Substandard housing 
areas .. 6:0 5-2 34- 10-1 | 44: 
Rest of inner zone 6-0 3-0 16-6 7-6 | 35-8 | 20-2 
Outer zone 5-1 3-2 18- 69 | 37-7 


The authors conclude that the inhabitants of “‘ slum- 
clearance ’’ areas seem to be particularly exposed to the 
risk of developing gastric cancer. 

[From a perusal of the maps provided it would seem 
to the abstracter that, just as there were exceptions in 
regard to the association of a high mortality from cancer 
of the stomach with a high dwelling density and with a 
high concentration of industry, so are there exceptions 
to the association with slum conditions, many other 
districts in addition to the slum areas appearing to have 
a high mortality from gastric cancer. ] 

The two main possible sources of error examined in 
the first paper are errors in diagnosis and mobility of 
the population. Discussing the amount of overstatement 
of gastric cancer which might have occurred in death 
certification, the authors point out that between 93 and 
100% of new cases of gastric cancer registered with the 
Norwegian Cancer Registry each year are diagnosed in 
hospital, and the diagnosis is confirmed histologically in 
70 to 80%. Moreover, when in 1953 every death certi- 
ficate mentioning cancer of the stomach was compared 
with the clinical record at the Cancer Registry, only in 
38% of cases was the diagnosis considered false or 
inadequate. They therefore conclude that overstate- 
ment probably amounts to less than 5%. From indirect 
evidence it is calculated that understatement amounts 
to perhaps 10 to 20% of the reported cases, but is 
unlikely to vary from district to district. To determine 
the degree of mobility of the populations of the various 
areas the place of residence of each patient 15 years 
before death was recorded. It was found that only 3% 
of those living in the inner zone at death had formerly 
lived in the outer zone, whereas movement in the opposite 
direction amounted to 17%. Only 63% of the patients 
from the inner and 8-4°% of those from the outer zone 
had formerly lived outside Oslo. The authors therefore 
conclude that their findings are unlikely to have been 
materially affected by errors arising from either of these 
sources. E. Lewis-Faning 


The results are - 
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313. Zine Metabolism in Hepatic Dysfunction. IL. 
Serum Zinc Concentrations in Laénnec’s Cirrhosis and 
Their Validation by Sequential Analysis 

B. L. VALLEE, W. E. C. WACKER, A. F. BARTHOLOMAY, 
and E. D. Rosin. New England Journal of Medicine 
[New Engl. J. Med.| 255, 403-408, Aug. 30, 1956. 
4 figs., 19 refs. 


The discovery of several zinc dehydrogenases in liver 
led to the study of zinc metabolism in cirrhosis. Serum 
zinc concentrations were lowered significantly in patients 
with cirrhosis of the liver. The conceritrations of zinc 
found bore a relation to the severity of the disease and 
its fluctuating course. A group of 28 patients with the 
stigmas of advanced cirrhosis had a serum zinc con- 
centration of 66+19 pg., as compared to 120+19 pg. 
per 100 ml. for a normal group. 

The sequential probability ratio test was incorporated 
into the experimental design and was found to be an 
important innovation in validation of clinical investi- 
gative data.—[Authors’ summary.] 


314. Atrophy of the Liver after Occlusion of the Bile 
Ducts or Portal Vein and Compensatory Hypertrophy of 
the Unoccluded Portion and Its Clinical Importance | 

L. ScHam, H. R. Bax, and B. J. MANSENS. Gastro- 
enterology [Gastroenterology] 31, 131-155, Aug., 1956. 
8 figs., 40 refs. 


In a report from the Arnhem Municipal Hospital, 
The Netherlands, the authors describe a series of experi- 
ments on rabbits in which the bile ducts draining 75% 
of the liver were ligated, yet no increase occurred in the 
blood bilirubin level as determined by the diazotization 
method of Schalm and Schulte. There are several pos- 
sible explanations for this absence of jaundice, but. the 
most probable is that the affected portion of the liver 
rapidly ceased to produce bile, as no intrahepatic anasto- 
moses were demonstrable radiologically, nor could re- 
gurgitated bile be detected biochemically in the blood. 
A survey of the literature showed that comparable cases 
of obstruction of the bile drainage of a large part of the 
liver without jaundice have been reported in man. 
From this the authors deduce that jaundice occurring in 
a case of obstruction of the biliary tract indicates that 
the obstruction must affect the entire area of both hepatic 
ducts and, conversely, that obstruction of one hepatic 
duct associated with free bile drainage through the other 
will not give rise to jaundice, nor will local intrahepatic 
obstructive lesions. It follows that one hepatic duct 
may be sacrificed at operation if necessary or utilized in 
plastic operations, while jaundice in cases of obstruction 
of the common duct may be relieved by an anastomosis 
between one hepatic duct and the intestine if there is no 
other possibility. 

The above experiments show the reserve capacity of 
the liver to be high in respect of bilirubin production, 
while resection experiments have demonstrated a similar 
capacity in respect of many other hepatic functions. In 
the case of partial obstruction of the bile passages, how- 
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ever, alkaline-phosphatase production proves to be an 
exception, the blood alkaline-phosphatase level increasing 
after hepatic-duct ligation in dogs. Hence the com- 
bination of a normal bilirubin level with an increased 
alkaline-phosphatase value in the blood is a useful aid 
in the diagnosis of partial obstruction of the bile passages. 

Further experiments showed that ligation of the main 
hepatic duct in rabbits results in atrophy of that part of 
the liver drained by the occluded duct and concomitant 
hypertrophy of the part with free drainage, so that the 
total liver weight remains more or less constant; similar 
results were obtained by ligating a branch of the portal 
vein. Perusal of the literature revealed a marked 
similarity between the resuits of animal experimentation 
and the pathological findings in analogous cases in man. 
Marked atrophy and hypertrophy following occlusion 
of one hepatic duct or one branch of the portal vein in 
man probably requires 3 to 4 months for full develop- 
ment, the reserve capacity of the liver being sufficient to 
maintain function during this time. 

The same series of experiments was repeated on rabbits 
in which cirrhosis had been induced with carbon tetra- 
chloride and comparable results were obtained, hyper- 
trophy of cirrhotic hepatic tissue, however, being a more 
gradual process than that in the normal liver. These 
experimental findings led the authors to attempt to 
provoke regeneration of part of the liver in a patient 
suffering from cirrhosis with ascites and pleural effusion 
by ligation of the right hepatic duct. No jaundice 
occurred, the effusions disappeared, and clinical and 
biochemical examination showed marked improvement 
in the patient’s condition. However, it is recognized 
that the long periods of medical treatment necessary 
before and after operation might alone have caused this 
improvement, and it remains to be established whether 
regeneration has in fact occurred, and if so, whether the 
regenerated hepatic tissue will in turn become cirrhotic. 

L. G. Fallows 


315. Malabsorption and Bone Disease in Prolonged 
Obstructive Jaundice 

M. ATKINSON, B. E. C. Norpin, and S. SHERLOCK. 
Quarterly Journal of Medicine {Quart. J. Med.| 25, 299- 
312, July, 1956. 15 figs., 29 refs. 


The results of a study of fat and nitrogen absorption 
and of bone changes in 25 patients with chronic obstruc- 
tive jaundice are reported from the Postgraduate Medical 
School of London. The amount of bile entering the 
small intestine was estimated from the stercobilinogen 
content of the faeces. Of the 25 patients, 12 had primary 
biliary cirrhosis, 9 had carcinoma or stricture of the 
common bile duct, one had secondary carcinoma of the 
liver, and 3 had subacute hepatitis. Steatorrhoea was 
present in all the 18 patients in whom this was studied, 
the percentage fat absorption showing some correlation 
with the faecal stercobilinogen content. The excretion 
of nitrogen in the faeces was normal (less than 2-2 g. 
daily) in the 15 patients tested... 

To assess the skeletal state some or all of the following 
were studied in 24 cases: bone density as revealed by 
x-ray examination, serum calcium and serum phosphate 


levels, urinary excretion of calcium, the results of the 
standard calcium infusion test, and the bone biopsy 
appearances. In 8 cases the bones were normal; 
definite osteomalacia was present in 7, possible early 
osteomalacia in 4, and osteomalacia with osteoporosis 
in 2. In 3 cases there were signs of osteoporosis only. 
Most of the patients with osteomalacia had been jaundiced 
for 2 or more years, although in 2 of those with hepatitis 
osteomalacia developed in less than 6 months. 

Treatment consisted in administration of 6 g. of 
calcium lactate daily and intramuscular injection once 
a month of 100,000 units of calciferol and 100,000 units 
of vitamin A. The authors consider that this treatment 
arrests and in some cases may reverse the osteomalacia, 
but does not affect the osteoporosis. 


P. C. Reynell 


316. The Problem of Chronic Liver Disease in Young 
Women 

A. G. BEARN, H. G. KUNKEL, and R. J. SLaTer. 
American Journal of Medicine [Amer. J. Med.} 21, 3-15, 
July, 1956. 8 figs., 31 refs. 


The authors discuss an unusual form of hepatic cirrhosis 
occurring in children and young adults, 26 cases of which 
have been studied at the Rockefeller Institute for Medical 
Research, New York. Only 3 of the patients were 
males, and their ages ranged from 3 to 33 years, 20 of 
the 26 having been between 10 and 20 years of age at 
onset. The female predominance in this type of cir- 
rhosis has been noticed before, but its significance is 
still not understood. In most of the recorded cases the 
aetiology is quite unknown, as in 73% of the present 
series. Alcohol was excluded as a factor in all cases, 
and a history suggesting acute infective hepatitis was 
obtained in only 7 cases. It is pointed out, however, 
that the sex incidence of post-hepatitic cirrhosis is still a 
controversial subject, and although the disease was 
certainly much cOmmoner in young men during and 
immediately after the war, this may not be true in normal 
times, and several authorities have reported a pre- 
dominance of women in cases of post-hepatitic or post- 


* necrotic cirrhosis. 


In the present series certain features not usually seen 
in cirrhosis of the liver were commonly observed; these 
included arthritis, obscure febrile attacks, and endocrine 
disturbances. Most of the patients looked remarkably 
well when the nature of their illness was discovered, but 
in most cases death occurred within 10 years. 

J. W. McNee 


317. Portal Hypertension Due to Chronic Occlusion of 
the Extrahepatic Portion of the Portal Vein: Its Relation 
to Ascites 

A. H. BaGGenstoss and E. E. WoLLAEGER. American 
Journal of Medicine [Amer. J. Med.] 21, 16-25, July, 
1956. 5 figs., 33 refs. 


The authors review 215 cases from the records of the 
Mayo Clinic in which occlusion of the portal vein was 
demonstrated at necropsy, out of which they select 15 
for the special purposes of this paper. Clinical and 
pathological evidence of portal hypertension was found 
in all cases in this smaller group, but none was com- 
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plicated by congestive heart failure, hepatic cirrhosis, 
or any other lesion likely to be associated with ascites. 
Yet in 5 of the 15 cases there was ascites of long standing. 
The authors therefore conclude that in a minority of 
cases portal hypertension alone may give rise to ascites, 
and must be regarded as an important contributory 
factor in its aetiology. J. W. McNee 


318. A Distinctive Type of Biliary Cirrhosis of the Liver 
Associated with Cystic Fibrosis of the Pancreas. Recog- 
nition through Signs of Portal Hypertension 

P. A. pt SANT’AGNESE and W. A. BLANC. Pediatrics 
[Pediatrics] 18, 387-409, Sept., 1956. 9 figs., 20 refs. 


Among 325 children with cystic fibrosis of the pancreas 
seen at the Babies Hospital, New York, there were 7 
with clinically manifest cirrhosis of the liver. The ages 
of the patients ranged,from 4 to 10 years and all had 
pulmonary involvement. In 5 there was no pancreatic 
deficiency as shown by absence of tryptic activity in 
aspirated duodenal contents. All had hepatospleno- 
megaly with an irregular liver edge, and gastro-intestinal 
haemorrhage supervened in 3 cases. The portal venous 
pressure was raised in the 4 children in whom this was 
measured, and porta-caval anastomosis was therefore 
carried out. The results of flocculation tests were often 
positive, but this was thought to be due to associated 
pulmonary infection; the responses to other tests of 
‘liver function were nearly always within normal limits. 
Liver biopsy was performed in 4 cases. 

A review of necropsy material from 116 cases of cystic 
fibrosis of the pancreas revealed cirrhotic lesions in 25. 
Characteristically, there were concretions of eosinophilic 
material in many intrahepatic bile ducts with surrounding 
inflammation, fibrosis, and nodular regeneration. The 
authors use the term “‘ multilobular biliary cirrhosis with 
concretions”’ for the fully-developed process. They 
state that the focal origin of the lesions explains their 
ability to cause portal hypertension by distortion of the 
normal hepatic architecture while leaving enough normal 
tissue to prevent failure of liver-cell function. 

P. C. Reynell 


319. The Failure of Monosodium Glutamate in the 
Treatment of Hepatic Coma 

I. R. Schwartz, E, LEHMAN, J. HAMMOND, J. M. SEIBEL, 
and F. GoLpson. Gastroenterology [Gastroenterology] 
30, 869-881, June, 1956. Bibliography. 


The conflicting views concerning the value of mono- 
sodium glutamate in the treatment of hepatic coma led 
the authors to report their experience with this drug in 
19 cases of hepatic coma seen at the City Hospital, 
Indianapolis, and the Kings County Hospital Medical 
Center, Brooklyn, New York. The routine management 
of these cases included correction of electrolyte and 
fluid imbalance and administration of vitamins, liver 
extract, antibiotics, and occasionally cortisone or ACTH. 
To this regimen was added a daily intravenous infusion 
of 20 g. sodium glutamate, the minimum total dosage 
being 40 g. and the maximum 240 g. In 13 instances 
treatment was started when the patient was in deep 
coma and in 6 during the stage of impending coma. 


In all except 2 cases the sodium glutamate had no 
effect on the state of coma or the progressive deterioration. 
Altogether 18 of the patients died. In one case a tem- 
porary response was probably due to cessation of 
administration of a high-protein diet, methionine, and 
ammonium chloride. In a second case there was 
apparent complete recovery, possibly associated with 
correction of electrolyte disturbances. The authors 
point out that recovery from hepatic coma, including 
spontaneous recovery, is not unusual, and that the results 
with sodium glutamate are no better than with those 
achieved previously with othe: regimens. 

Recent study of the part played by ammonia in hepatic 
coma have revived interest in the hypothesis that ammonia 
or its precursors may affect cerebral function when the 
blood concentration is increased as a result of the failure 
of detoxication of nitrogenous products absorbed from 
the gastro-intestinal tract. This in turn is thought to 
be due to impaired liver function or to a collateral portal 
venous circulation by-passing the liver. However, no 
consistent correlation has been observed between blood 
ammonia levels and the neurological symptoms, and the 
authors conclude that at present no single agent can be 
implicated as a causative factor in the production of 
hepatic coma. A. G. Shaper 


320. The Treatment and Prognosis of Hepatic Coma 
S. SHERLOCK, W. H. J. SUMMERSKILL, and A. M. DAwson. 
Lancet [Lancet] 2, 689-694, Oct. 6, 1956. 26 refs. 


In the causation of hepatic coma it is believed that 
toxic nitrogenous substances in the intestines reach the 
systemic circulation—and thus the brain—by passing 
through the diseased liver or through portal collateral 
vessels, or by both routes (portal—-systemic encephalo- 
pathy). In this paper from the Postgraduate Medical 
School of London the authors describe the regimen 
which they have employed in the treatment of 66 patients 
(41 females and 25 males) in hepatic coma or pre-coma 
during the past 3 years. The diagnosis in these cases 
was based on the clinical findings and the results of 
serial biochemical tests, and confirmed in 18 cases by 
liver biopsy examination and at necropsy in. 27 others. 
The series consisted of 13 cases of acute viral hepatitis, 
47 of hepatic cirrhosis, and 6 of miscellaneous conditions. 
The cirrhotic group included 34 patients with biliary 
cirrhosis and acute neuropsychiatric episodes and 13 
with well-compensated cirrhosis, a very large portal- 
systemic collateral circulation, and chronic neuro- 
psychiatric signs and symptoms. The patients were 
classified according to whether there was minor (Grade 1) 
or gross (Grade 2) disorder of consciousness and motor 
function, or deep coma (Grade 3). 

Treatment consisted in withdrawal of all protein from 
the diet and administration of at least 1,600 Cal. daily 
in the form of glucose drinks or as a 20% glucose 
solution given by intragastric drip. When necessary 
40% dextrose was given intravenously through poly- 
thene tubing into the innominate vein or superior 
vena cava, and potassium supplements were added as 
required. During recovery protein was introduced into 
the diet by increments of 20 g. on alternate days, those 
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patients with acute cirrhosis soon achieving a normal 
protein intake. In those with chronic cirrhosis per- 
manent restriction of protein was necessary, the limit of 
tolerance usually being 40 to 50 g. per day. In addition, 
aureomycin by mouth, 2 g. initially, then 0-5 g. 6-hourly, 
was given for the duration of symptoms or for a maxi- 
mum period of one week, and vitamin K and the 
B-complex were given parenterally. Precipitating 
factors were also avoided. Patients in impending coma 
are extremely sensitive to sedatives, and these were 
therefore withheld whenever possible. Coma was 
commonly precipitated by haemorrhage from oeso- 
phageal varices, and this was always an indication for 
the use of the Sengstaken oesophageal compression 
balloon and for blood transfusion. - Intravenous ad- 
ministration of sodium glutamate was tried on 12 
occasions and reduced the venous blood ammonium 
level in 7 out of 9 cases, but without influencing the 
clinical condition. 

Of 48 of the patients who reached the stage of deep 
coma, 21 recovered. Of the 34 patients with acute 
cirrhosis, 17 survived, 9 following. Grade-3 coma, while 
of the 13 in the chronic cirrhotic group, all survived the 
initial attack of coma, 10 having reached Grade 3; in 
‘he chronic group there were no signs of protein depriva- 
‘ion despite maintenance of a low-protein diet for many 
months. Of 13 patients with acute hepatitis, 6 survived, 
2 after Grade-3 coma. Deep coma in patients with 
acute hepatitis carried a worse prognosis than in those 
with cirrhosis, and ultimate recovery was unlikely if 
here was no improvement in the first 2 or 3 days. The 
oresence of ascites, jaundice, and a low serum albumin 
‘evel was of grave prognosis in the cirrhotic group. It 
's considered that if patients with acute hepatitis survive 
-oma, recovery is usually complete; of 8 patients with 
cirrhosis who survived Grade-3 coma, 7 were alive one 
year later. A. G. Shaper 


LARGE INTESTINE 


321. Ulcerative Colitis and 


Pregnancy 
i. MAcDouGALL. Lancet [Lancet]2, 641-643, Sept. 29, 
1956. 19 refs. 


In the 8-year period ending June 30, 1955, a total of 
398 patients (244 females) suffering from ulcerative colitis 
were seen at the Gordon Hospital, London. In this 
paper the author analyses his findings, based on the 
results of an interview or questionary, in 64 of the 
females who experienced 100 pregnancies. 

In 26 of the 64 women ulcerative colitis first developed 
during pregnancy or the puerperium, and it was severe 
in 12 of them; there were 2 deaths in this group. It is 
pointed out that many of the more severe cases starting 
in pregnancy are admitted to a maternity hospital, so 
that the present series from a specialist hospital carries 
a high proportion of mild cases. The true incidence of 
this type of ulcerative colitis starting in pregnancy is 
therefore probably much higher than that found at the 
Gordon Hospital. Of the patients with active colitis at 
the time of conception about one-quarter became worse 


and almost one-half improved during pregnancy; if, 
however, the puerperium was included the proportion 
of patients with exacerbation of the disease rose to one- 
third. Inactive colitis was not influenced by pregnancy. 
Successive pregnancies did not appear to have consistent 
effects on ulcerative colitis. 

Discussing these findings, the author suggests that 
the adverse effect of pregnancy in ulcerative colitis may 
be due to local factors in the pelvic organs—hyperaemia 
and constipation—or to psychological factors. On the 
other hand the satisfaction and fulfilment of successful 
motherhood may give many mothers a psychological 
stimulus which may have a favourable effect on the 
colitis. It is also suggested that the improvement in 
colitis during pregnancy may be due to hormonal 
changes and may be comparable to that obtained with 
corticoid therapy. 

From these data it is concluded that ulcerative colitis 
does not impair fertility or increase the risk of abortion 
or stillbirth. ; John Naish 


322. Ulcerative Colitis as Affected by Pregnancy 

B. B. Crown, H. YARNIS, R. 1. WALTER, L. J. GABRILOVE, 
and E. B. CRoHN. New York State Journal of Medicine 
[N.Y. St. J. Med.| 56, 2651-2657, Sept. 1, 1956 (Part 1). 
1 fig., 9 refs. 


323. Outcome of Surgery for Ulcerative Colitis 
B. N. Brooke. Lancet [Lancet] 2, 532-536, Sept. 15, 
1956. 5 figs., 21 refs. 


The author, from the University of Birmingham, 
reviews the results of surgery in 131 cases of ulcerative 
colitis. There were 47 males and 84 females, and the 
youngest patient was 6 years of age. In all, 221 opera- 
tions were performed, the routine being either a one-stage 


- ileostomy and panproctocolectomy or a two-stage pro- 


cedure, ileostomy with or without colectomy being 
followed by panproctocolectomy or rectal excision. In 
9 cases for various reasons an attempt was made to 
preserve the anal sphincter, and resection with anasto- 
mosis was carried out; 3 of these patients later required 
a permanent ileostomy. There were 11 operative deaths, 
but in the author’s view at least 6 were due to avoidable 
errors in technique so that a reduction in operative mor- 
tality is possible. Postoperative complications included 
obstruction (7 cases). Of the 106 patients subjected to 
ileostomy, 13 needed further surgical treatment for 
prolapse, recession, or stenosis. 


Of 101 patients with ileostomy in 1955 replying to a © 


follow-up questionary, 92 were fully employed, 7 were 
convalescent, and 2 were unable to work because of 
blindness. Only 5 patients did not consider the ileo- 
stomy to be satisfactory, while 34 patients experienced 
some limitation of activity because of discomfort on 
bending or stretching. About half of the patients prac- 
tised some dietary restriction to avoid loose motions or 
large volume of stool at night. Impotence in men was 
not a problem, as has been suggested. The results in 
those followed up for more than 5 years after operation 
were as satisfactory as the results in those followed up 
for a much shorter period. T. D. Kellock 


Cardiovascular System 


324. Rauwolfia serpentina in the Treatment of Angina 
Pectoris 

B. I. Lewis, R. I. Lupin, L. E. JANUARY, and J. B. WILD. 
Circulation [Circulation (N. Y.)| 14, 227-232, Aug., 1956. 
3 figs., 7 refs. 


This study, reported from the College of Medicine of 
the State University of Iowa, was carried out on 15 
ambulatory patients with coronary arterial disease to 
evaluate the therapeutic effect of a preparation of 
Rauwolfia serpentina alkaloids. The patients, 13 men 
and 2 women, had an avetage age of 59 years and all 
had experienced freqnent attacks of angina pectoris for 
an average period of 26 months. The experiment was 
planned in accordance with the double-blind technique, 
one physician assessing the patient’s response and another 
prescribing by code number either drug or placebo. 
Each patient was given courses lasting 6 weeks or longer 
alternately of the alseroxylon fraction of Rauwolfia 
serpentina (“* rauwiloid ””) and of an inert tablet. 

An attempt was made to assess the results by means 
of a “ daily report card” kept by the patient on which 
each day was graded as “ good” or “ bad” in com- 
parison with his average pre-treatment experience and 
the number of attacks of pain during the day recorded. 
On comparison of these records during the treatment 
and control periods there appeared to be little effect 
from the drug However, it became clear that on clinical 
examination by the end of the study 14 of the 15 patients 
were materially better—in 4 the electrocardiogram had 
become normal and in 5 a positive response to the 2-step 
test had become negative. It also appeared that the 
effect of rauwiloid was not confined to the period during 
which it was taken, but persisted throughout the sub- 
sequent control period. The mechanism of the action 
of rauwiloid remains obscure, but the most effective dose 
was found to be 4 mg. daily. C. Bruce Perry 


325. Studies in Extracorporeal Circulation. I. Appli- 
cability of Gibbon-type Pump-oxygenator to Human 
Intracardiac Surgery: 40 Cases 

J. W. Kirkuin, D. E. DonaLp, H. G. HARSHBARGER, 
P. S. Herzer, R. T. Patrick, H. J. €. Swan, and 
E. H. Woop. Annals of Surgery [Ann. Surg.) 144, 2-8, 
July, 1956. 1 fig., 23 refs. 


The Gibbon-type pump oxygenator is a mechanical 
device with automatic controls in which the patient’s 
blood is oxygenated extracorporeally by flowing down 
vertical screens. The authors report the results in 40 
cases in which open intracardiac operations were per- 
formed at the Mayo Clinic, Rochester, Minnesota, 
during 1953-5 using this device. Blood was collected 
from the open chamber of the heart, the quantity being 
often up to 30% of the total flow, and added to the 


. venous return to the oxygenator. The carbon dioxide 


concentration in the oxygenator was kept constant at 


5% and the blood pH regulated by adding sodium 
bicarbonate if necessary. In a few cases in this series 
the heart was open for up to 45 minutes with subsequent 
survival, but in most the operation was completed in 
25 minutes. It is stressed that planned teamwork with 
trained personnel is essential. 

In all cases continuous observations of venous pres- 
sure, oxygen saturation, arterial pH, and blood flow 
were made. There appears to be a lower limit of blood 
flow below which the behaviour of these other variables 
indicates deterioration in the patient’s status, the flow 
paralleling the blood volume, so that a decrease in flow 
represents a loss of blood somewhere. In nearly all the 
present cases the arterial oxygen saturation was 100°% 
and venous saturation within normal limits, although 
arterial blood pressure was lower than normal. In no 
case did the heart cease to beat, and ventricular fibrillation 
occurred in only one case after the extracorporeal cir- 
culation was discontinued; in this case normal rhythm 
was established by resuming the use of the pump oxy- 
genator for a short time. Excess haemolysis occurred 
in only 2 of the earlier cases in the series and was thought 
to be due to improper collection or preservation of the 
blood. Delayed and fatal haemorrhage caused the death 
of one of these 2 patients, but there was no undue bleeding 
in the other 39, nor were there any cerebral or renal 
complications. Four of the 21 patients with ventricular 
septal defects died of pulmonary complications, perhaps 
related to their cardiac lesion. The total number of 
deaths up to the time of this report was 16, only one of 
which occurred among the last 14 patients operated on, 
the survival rate thus being 60°%. 

M. Meredith Brown 


DIAGNOSTIC METHODS 


326. Left Heart Catheterization. I. Clinical Methods 
and Applications 

J. BouGas, B. G. Musser, and H. GOLDBERG. American 
Heart Journal [Amer. Heart J.] 52, 359-368, Sept., 1956. 
5 figs., 8 refs. » 


This report from Hahnemann Medical College and 
Hospital and the Bailey Thoracic Clinic, Philadelphia, 
describes experience gained by the authors in 127 con- 
secutive performances of catheterization of the left heart 
in 120 patients. The procedure is as follows. After 
premedication and under local analgesia, with the 
patient in the prone position, an 18-gauge thin-walled 
styletted needle 6 inches (15 cm.) long is introduced, 
usually through the eighth or ninth intercostal space and 
about 4 cm. to the right of the spinous process, to a point 
just beyond the transverse process of the vertebra, its 
position being confirmed by fluoroscopy. With its point. 
aimed at the centre of the atrium the needle is then~ 
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advanced at an angle of about 20 degrees from the vertical 
in the coronal plane (more vertically if the atrium is large). 
Polyethylene catheters passed through the needle were 
found to be useful in entering the aorta because of their 
flexibility, while the more rigid polyvinyl or nylon 
catheters were more useful in studying mitral regurgita- 
tion, although liable to produce premature ventricular 
extrasystoles or ventricular tachycardia when advanced 
into the left ventricle. 

Intracardiac and intravascular pressures were recorded 
on electromanometers and a polyoscillograph; oscillo- 
scopic monitoring of the electrocardiogram and of the 
pressures during manipulation of the catheter was con- 
sidered essential. In some cases pressures were recorded 
simultaneously in the left atrium and ventricle by inserting 
a second needle parallel to the first, this procedure being 
‘ound particularly useful in patients with atrial fibrilla- 
tion. On the few occasions when the needle penetrated 
the interatrial septum into the right atrium no difficulty 
ensued. The base of the aorta was unintentionally 
punctured on five occasions. On contact of the needle 
‘ip with the pericardium and atrial wall there may be 
some upper retrosternal discomfort which, however, is 
-apidly relieved when the needle enters the atrium. 

Among the complications observed, limited haemo- 
dericardium occurred frequently but caused no difficulty ; 
iaemothorax occurred in 6 cases, in 4 of which para- 
-entesis was required. Haemoptysis and pneumothorax 
of minor degree were each observed in 3 cases. As 
apid changes of position after catheterization are liable 
.O cause syncope, patients were kept recumbent for 2 
10urs; also, an antibiotic was given prophylactically 
or 2 days. 

One patient with mitral regurgitation died suddenly 
‘2 hours after recovering from a brief syncopal attack, 
accompanied by hypotension, which immediately followed 
vatheterization. Theauthorsconsider that catheterization 
of the left heart is of particular value in assessing the 
dynamics of aortic valvular disease, in which condition 
ight heart catheterization gives little information. 


P R. S. Stevens 
327. Left Axial Deviation. An Electrocardiographic— 
Pathologic Correlation Study 


R. P. Grant. Circulation (Circulation (N. Y.)] 14, 233- 
249, Aug., 1956. 8 figs., 25 refs. 


From the Clinical Center of the National Institutes of 
Health, Bethesda, Maryland, and two other hospitals 
672 consecutive cases were collected in which an electro- 
cardiogram (ECG) had been recorded within 5 weeks of 
death and in which a full post-mortem examination had 
been carried out. (Subjects under the age of 30 years 
and those with a QRS duration of 0-12 second or more 
were excluded.) From a study of these cases an attempt 
was made to evaluate further the relationship between 
myocardial abnormalities and left axis deviation (L.A.D.). 

The ECG showed evidence of L.A.D. in 131 cases, in 
54 of which there was myocardial infarction. Of the 
remaining 77 cases, only in 35 did the heart weigh 500 g. 
or more. Not only was L.A.D. thus not diagnostic of 
left ventricular hypertrophy, but there was also no 
definite correlation between the development of L.A.D. 

H 


and the severity of left ventricular hypertrophy when 
present: among the 9 cases in which the heart weighed 
over 900 g., only in 3 was L.A.D. present. This poor 
correlation was not explained by variations in body 
build: for a given heart weight, the incidence of L.A.D. 
was no greater among stocky subjects than among lean 
subjects. On the other hand variations in body build 
influenced the amplitude of the QRS complex, leanness 
tending to be associated with unusually large precordial 
QRS complexes when the heart was normal in weight, 
and obesity with smaller complexes, even when left 
ventricular hypertrophy was present. 

In two-thirds of the cases of proved myocardial infarc- 
tion in which L.A.D.. was present the ECG showed the 
QRS deformity of anterolateral infarction. L.A.D. in 
this type of infarction is attributable to “ peri-infarction 
block’, which gives what is described as a diagnostic 
electrocardiographic picture—widening of the angle 
between the initial and terminal QRS forces. In all 
54 cases of myocardial infarction with L.A.D. the angle 
formed by the mean of the vectors generated during the 
first 0-4 second of the QRS interval and the mean of the 
vectors generated during the remainder of the interval 
exceeded 110 degrees, whereas only in 5 out of the 
remaining 77 cases of L.A.D. was the angle as large 
as this. In the absence of severe pulmonary disease or 
advanced left ventricular hypertrophy this pattern is 
claimed to be “ relatively diagnostic ” of myocardial 
infarction. 

presented report which should be studied in detail by all 
cardiologists. ] W. A. R. Thomson 


CONGENITAL HEART DISEASE 


328. Coarctation of the Aorta Associated with Patent 
Ductus Arteriosus 

J. C. J. W. Kirkuin, O. T. J. D. 
DuSuane, H. B. BuRCHELL, and E. H. Woop. Cir- 
culation [Circulation (N.Y.)] 13, 843-849, aie 1956. 
15 refs. 


A review of the records of 193 cases of coarctation of 
the aorta treated surgically at the Mayo Clinic showed 
that 14 (7:3%) were associated with a patent ductus 
arteriosus. In 8 of these 14 patients pulmonary arterial 
pressure was normal, the ductus in all but 2 instances 
being connected to the aorta proximal to the coarctation, 
so that there was a shunt of blood from the aorta to the 
pulmonary artery. The other 6 patients suffered from 
pulmonary hypertension, the ductus and in only one did _ 
enter the aorta above the coarctation. In most cases in 
this group there was both a left-to-right and a right-to- 
left shunt between aorta and pulmonary artery. Of 5 
of the 6 patients with pulmonary hypertension in whom 
the coarctation and the ductus were repaired, 2 died post- 
operatively. One of these was found to have had mitral 
insufficiency and left ventricular endocardial fibrosis. 

The authors recommend that if pulmonary hyperten- 
sion is present it is advisable to keep the patient for 
several days postoperatively in a high concentration of 
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oxygen, as this helps to lower the pulmonary arterial 
pressure. It is also suggested that the patent ductus be 
occluded first (leaving a space between clamp and pul- 
monary artery) before the coarctation is resected. This 
procedure leaves the coarcted portion attached to the 
ductus until it is ligated, when the coarctation is cut off. 
Gerald R. Graham 


329. Patent Ductus Arteriosus. A Review of 108 Cases 
Treated Surgically 

J. D. Hay and O. C. Warp. Archives of Disease in 
Childhood {Arch. Dis. Childh.] 31, 279-287, Aug., 1956. 
29 refs. 


Between 1949 and 1953 at the Royal Liverpool 
Children’s Hospital 108 children (84 girls), aged 12 months 
to 16 years, underwent surgical treatment for patent 
ductus arteriosus. In 4 cases there was an associated 
mild degree of aortic,coarctation, in one a ventricular 
septal defect, and in one congenital heart block. Only 40 
of the children showed symptoms—namely, excessive 
dyspnoea on exertion, undue fatigue, recurrent respira- 
tory infection, or failure to thrive. The pre- and post- 
operative physical signs and the findings on x-ray 
examination and electrocardiography are discussed, 
together with the results of cardiac catheterization, 
which, however, was carried out only in cases of Sus- 
pected pulmonary hypertension or where confusing signs 
rendered the diagnosis doubtful. 

In 103 cases double ligation of the ductus with strong 
linen thread appeared to abolish the flow through the 
ductus; in 3 partial closure only was possible. [Division 
and suture of the patent ductus, a more difficult but 
effective procedure, was not performed in this series.] 
In one patient the operation was abandoned because of 
excessive haemorrhage, while in the remaining patient 
a right-to-left shunt was found at operation and closure 
was not attempted, death in this case ; days later being 
the only fatality in the series. 

In conclusion the authors consider it “* desirable that 
every patent ductus diagnosed during childhood, in 
which the shunt is from left to right, should be closed 
surgically ....as soon as it is convenient”. In the 
present series the operation was well tolerated by the 
majority, especially by the youngest. 

C. A. Jackson 


330. Surgery of Persistent Ductus Arteriosus 
R. Nicxs and P. J. Mo.ioy. British Medical Journal 
[Brit. med. J.] 2, 578-582, Sept. 8, 1956. 23 refs. 


Of 155 cases of persistent ductus arteriosus seen 
at Green Lane Hospital, Auckland, New Zealand, 
between 1948 and 1955, 138 were treated surgically, and 
in this paper the results are analysed. Operation was 
usually carried out in patients between 5 and 25 years of 
age; it was performed in children under 5 years only after 
very careful assessment because of the increased operative 
and anaesthetic risks, and in adults over 25 years only 
if there were symptoms and the patient wished to have 
surgical treatment. 

At operation a postero-lateral approach, usually 
through the 5th intercostal space, was used, the ductus 
being ligated with two No. 8 silk ligatures tied apart. 


Division and suture were carried out only in 5 cases 
complicated by haemorrhage. Damage to the ductus 
or adjacent aorta in 7 cases resulted in serious haemor- 
rhage, which was fatal in 2. The authors state that in 
one of the fatal cases there was active endarteritis in 
the ductus, and in the other the aorta was extremely 
thin at its junction with the ductus. In the other 5 cases 
injury to thin-walled congenital aneurysms projecting 
from the aortic end of the ductus were dealt with success- 
fully by division and suture. In one case complicated 
by haemorrhage the aorta was clamped above and below 
for 37 minutes without damage to the spinal cord. 
There was one late death in the series, due to aneurysm 
and septicaemia following an uncomplicated second 
ligation. Other complications included haemothorax in 
2 cases, recurrent nerve paralysis in 3, and chylothorax 
in one case. 

Of 80 patients adequately followed up, 75 were 
symptom-free, 2 were improved but had other dis- 
abilities, while 3 had experienced a recurrence. In 14 
cases associated with pulmonary hypertension there were 
no complications after operation and the clinical results 
were good. The danger of ligation in cases in which 
the shunt is reversed are emphasized. No deaths 
occurred among the 28 adults subjected to operation. 

In cases complicated by endocarditis cure of the infec- 
tion by administration of antibiotics is first attempted 
and then the ductus is ligated to prevent recurrence; the 
risk of damaging the ductus at operation in such cases 
is noted. Of 12 patients with endarteritis treated by 
ligation, 2 died and 10 were cured. 

F. J. Sambrook Gowar 


331. The Hemodynamic Results of Surgical Correction 
of Atrial Septal Defects: a Report of Thirty-three Cases 
J. W. KirkKiin, W. H. WEIDMAN, J. T. BURROUGHS, 
H. B. BurcuHett, and E. H. Woop. Circulation [Cir- 
culation (N. Y.)] 13, 825-833, June, 1956. 3 figs., 17 refs. 


Up to the beginning of December, 1955, surgical 
closure of an atrial septal defect by the “ atrial-well” 
technique had been performed at the Mayo Clinic on 
59 patients. In this report the authors describe the 
results in the first (consecutive) 33 patients, inall of whom 
a large left-to-right interatrial shunt had been present 
preoperatively and an additional right-to-left shunt in 
some. Only 4 patients had been entirely without symp- 
toms. Pre- and postoperative cardiac catheterization 
was performed in all cases and haemodynamics were 
studied by the injection of ‘* T-1828 ” for the estimation 
of intracardiac shunts by the dye-dilution method. Of 
the 21 patients with no additional lesions, all but 3 
showed an excellent result haemodynamically—that is, 
there was no residual shunt—and 2 of these had a fair 
result—that is, a residual shunt of 35 to 40%, but symp- 
tomatically improved; no postoperative data were 
available for the remaining patient. 

An anomalous pulmonary venous connexion was 
associated with the atrial septal defect in 51 patients. 
In one of these cases a residual defect, allowing a large 
shunt, remained after operation and produced a poor 
result. In another case the left-to-right shunt was closed, 
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but a right-to-left shunt from the superior vena cava 
remained, giving only a fair result. The defect was 
completely closed in the other 3 cases, and in these the 
results were excellent. A persistent common atrio- 
ventricular canal was present in 2 cases; of these, the 
result was excellent in one, but only fair in the other, a 
preoperative 75°% left-to-right shunt having been reduced 
by only one-half. In one patient with completely 
anomalous venous connexions no shunt remained after 
operation. An excellent result was also obtained in one 
patient with coexistent mitral stenosis, and in another, 
a 5-year-old boy, coarctation of the aorta was success- 
fully resected 3 months after surgical closure of the atrial 
defect. 

There was only one death in the series, that of a man 
with severe pulmonary hypertension and mitral in- 
sufficiency. After closure of the atrial septal defect an 
‘nitial fall in pulmonary arterial pressure occurred in all 
cases, even in those in which it had been normal pre- 
operatively. Since the over-all results were adjudged 
excellent in 27 cases, fair in 4, and poor in only one 
‘with only one death) it is concluded that “* operation for 
atrial septal defect may be done at a low risk with an 
»xcellent prospect of a good result ”’. 

_ Gerald R. Graham 
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332. The Direct Vision Correction of Calcific Aortic 
Stenosis by Means of a Pump-oxygenator and Retrograde 
Coronary Sinus Perfusion 

W. R. A. DEWALL, V. L. Gort, and 
R. L. Varco. Diseases of the Chest [Dis. Chest] 30, 
(23-132, Aug., 1956. 3 figs., 9 refs. 


The authors hold the view that cardiac surgery under 
direct vision will eventually replace the blind techniques 
at present in use. To this end, they have applied them- 
selves, in studies carried out at the University of Min- 
nesota, Minneapolis, to the problems associated with 
“open” aortic valvotomy. This approach, using a 
iotal cardio-pulmonary by-pass alone, means that the 
myocardium remains unoxygenated during the operative 
period and thus creates a high risk of coronary air 
embolism, which in turn gives rise to grave arrhythmias 
which may be irreversible. At first, experimental 
attempts were made to cannulate the coronary arteries 
but these were abandoned as being traumatic to the 
endothelium, as causing too great delay and so increasing 
the risk of air embolism, and finally because the catheters 
themselves obscured the field of operation. However, 
as long ago as 1898 Pratt (Amer. J. Physiol., 1898, 1, 86) 
showed that the heart can be nourished by retrograde 
perfusion of the coronary sinus with oxygenated blood, 
and it is this technique which the authors have success- 
fully applied in the performance of open aortic valvo- 
tomy in a severely incapacitated woman aged 37. 

The procedure is described as follows. The aorta was 
approached by a bilateral thoracotomy with transverse 
sternotomy. After heparinization a complete cardio- 
pulmonary by-pass permitting a flow of 1,800 ml. per 
minute was instituted, using the Lillihei pump-oxy- 
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genator with catheters in both venae cavae, the perfusion 
catheter being passed into the aortic arch via the left 
subclavian artery. Through a short incision in the right 
atrium the coronary sinus was cannulated and perfused 
with 125 ml. of oxygenated blood per minute through a 
separate pump. The aorta was then cross-clamped and 
opened, when the valve orifice was found to be only 
about 4 mm. in diameter. The commissures were cut 
in a tricuspid manner with scissors, projecting portions 
of calcification excised, and synechiae between the valve 
and the aortic wall divided. During the whole pro- 
cedure the heart continued to beat regularly and remained 
pink. Perfusion of the coronary sinus was maintained 
for one minute and -the total by-pass for 153 minutes. 
The rectal temperature never fell below 100° F. (37-8° C.) 
and one minute after normal circulation was restored 
the brachial blood pressure was 100/60 mm. Hg. When 
seen 4 months after operation the patient had lost her 
dyspnoea, angina, and vertigo and displayed a sustained 
and effective improvement in exercise tolerance. 
A. M. Macarthur 


333. Further Observations on the Estimation of Valvular 
Incompetence from Indicator Dilution Curves 

P. I. Korner and J. P. SHILLINGFORD. Clinical Science 
[Clin. Sci.] 15, 417-431, Aug., 1956. 9 figs., 4 refs. 


Indicator dilution curves from model experiments and 
from man under normal and abnormal conditions have 
been considered as frequency distribution curves of 
indicator particles. The various parameters charac- 
terising these curves have been examined and the 
variance has been shown to give the best index of the 
degree of dispersion of indicator. The variation in the 
various parameters of indicator dilution curves is almost 
completely accounted for by the variation in the flow 
and volume characteristics of the system under study. 
Valvular incompetence and left to right shunts produce 
characteristic changes in the dilution curves and the 
amount of backflow may be estimated from the altera- 
tions in all parts of the curve. The best method of 
estimation is obtained by considering the changes in the 
variance of the curve. 

Certain of the limiting factors of the method of estima- 
tion are considered.—[Authors’ summary.] 


334. The Results of Mitral Commissurotomy One to 
Three Years after Surgery 

L. M. HERMAN, S. P. Dimirrorr, R. S. Cossy, and 
G. C. GrirritH. Diseases of the Chest [Dis. Chest] 
30, 20-32, July, 1956. 2 figs., 10 refs. 


The results of valvotomy in 49 cases of mitral stenosis 
at the Los Angeles County Hospital are discussed. Of 
the 44 survivors, 32 were re-examined, 17 of them in the 
second and 15 in the third year after operation, functional 
capacity being then assessed and compared with that 
recorded before operation. Cardiac catheterization was 


carried out in 30 cases before operation and repeated in 


18 of these afterwards. Some 23 of the patients were 
in the age group 30 to 50 years. Indications for operation 
were: repeated peripheral embolism in 3 cases, total 
incapacity in 13, and progressive disability in 16. The 
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changes in physical signs, intracardiac pressure, electro- 
cardiogram (ECG), and radiological appearances are 
described and discussed. In 9 cases both commissures 
were divided completely, in 3 they were only partly split, 
and in 14 only the anterior commissure was divided. 
In 14 cases the valve was calcified. No relationship was 
found between the extent of the split and the degree of 
clinical improvement. Peripheral embolism was not 
observed, but there were 2 cases of pulmonary embolism 
and in 5 cases there was a recurrence of acute rheumatism. 
In none of the cases was further operation necessary. 
The authors conclude that the majority of carefully 
selected cases of mitral stenosis with functional impair- 
ment are benefited by valvotomy, this benefit in many 
cases persisting for at least 1 to 3 years. Greater 
improvement can be expected in cases in which the right 
ventricular pressure is markedly increased, such increase 
usually being predicted when the ECG shows evidence 
of right ventricular strain. In addition to improved 
exercise tolerance and relief of haemoptysis and parox- 
ysmal dyspnoea, objective evidence of improvement is 
demonstrated in a large proportion of cases by reduction 
in right ventricular pressure and decrease in right 
ventricular force on the ECG. Radiological evidence 
of decrease in heart size is unusual. Mitral valvotomy 
with atrial appendicectomy is an effective method of 
controlling peripheral embolism in patients with mitral 
stenosis. Finally, the presence of a calcified valve does 
not necessarily prevent lasting and significant benefit 
from valvotomy. F. J. Sambrook Gowar 


335. Status of Fifty Patients Four and a Half to Seven 
Years after Mitral Commissurotomy . 

O. H. JAnton, J. C. Davita, and R. P. Glover. Cir- 
culation [Circulation (N.Y.)] 14, 175-184, Aug., 1956. 
3 figs., 12 refs. 


An analysis is presented of the follow-up findings in 
50 consecutive patients subjected to mitral commissuro- 
tomy at hospitals in Philadelphia between January, 1949, 
and March, 1951. There were 3 deaths within a month 
of operation and a further 6 within the first 3 years; 
the remaining 41 patients were followed up for 44 to 7 
years. 

Of these 41 patients 29 were, in the authors’ view, in 
better condition and living a more nearly normal life 
than before operation, while, subjectively, 36 considered 
themselves to be improved. The best results were 
obtained in the 25 patients with “‘ pure ” mitral stenosis 
judged on the basis of auscultation. Postoperative 
auscultatory findings were not a reliable guide to clinical 
status, only 4 patients being murmur-free. In 11 cases 
no diastolic murmur was elicited at the follow-up 
examination, although such murmurs had been present 
before operation, while in 14 mitral systolic murmurs 
were present after operation but not before. There was 
a close correlation between the state of the valve at 
operation and subsequent improvement. In_ tight 
stenosis the best results were obtained when the valve 
was pliable. Results were less good where there was 
valvular calcification; 3 patients with densely fibrotic 
valves but no detectable calcification were essentially 
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unimproved. There was no evidence of re-stenosis in 
any of the 41 living patients or in those who died post- 
operatively. R. G. Rushworth 


DISTURBANCES OF RHYTHM AND 
CONDUCTION 


336. Termination of Attacks of Paroxysmal Tachy- 
cardia by the Application of Tourniquets to the Limbs. 
(O 
TaXHKapgHH 

E. S. Mepvepev. Tepaneemuyecxui A pxue [Ter. Arkh.] 
28, 43-46, No. 5, 1956. 


The author claims that when tourniquets are applied 
to all four limbs to prevent venous return for 20 or 30 
minutes, at least one litre of blood accumulates in the 
extremities. The consequent diminution in the volume 
of circulating blood in cases of congestive failure leads 
to a diminution in size of the x-ray shadow of the heart 
and a fall in venous pressure without an accompanying 
change in arterial pressure. At the same time the pul- 
monary circulation becomes more rapid and the vital 
capacity of the lungs is increased. These circulatory 
changes persist for some time after the gradual removal 
of the tourniquets. 

Since observing, in 1941, the termination of an attack 
of paroxysmal tachycardia during treatment by this 
method the author has used it as a therapeutic measure 
in such cases and at his suggestion it has been adopted 
for use in first-aid posts in Moscow and Ryazan. In 
more than half the cases treated the attack is aborted, 
the treatment being most effective in those with a definite 
underlying organic disease. In purely neurotic cases 
the method is not effective. A, Koby 


337. The Treatment with Quinidine of 390 Cases of 
Auricular Fibrillation. (Traitement par la quinidine de 
390 cas de fibrillation auriculaire) 

P. Maurice, J. Acar, R. RULuERE, and J. LENEGRE. 
Archives des maladies du ceur et des vaisseaux [Arch. 
Mal. Ceur) 49, 615-636, July, 1956. Bibliography. 


This study, which was designed to demonstrate the 
effect of various factors on the action of quinidine in 
regularizing auricular fibrillation and to assess the 
value of anticoagulant therapy in preventing or mini- 
mizing embolic accidents caused by quinidine, is based 
on the treatment of 390 episodes of fibrillation in 313 
patients, 172 men and 141 women, aged from 17 to 79 
(mean 49) years. The series included 173 cases of rheu- 
matic heart disease, 38 of degenerative heart disease, 
6 of mixed rheumatic and degenerative disease, 65 cases 
of idiopathic auricular fibrillation, and 11 miscellaneous 
cases; details are given in tables. All the patients were 
adequately digitalized and the blood coagulability lowered 
with heparin or coumarin derivatives to normal levels in 
230 instances, the other 160 forming a group for com- 
parison. Quinidine was then given as the sulphate or as 
dihydroquinidine hydrochloride, the former initially in a 
dose of 0-8 g. over 12 hours followed according to the 
response by doses of up to 2:4 g. daily, and the latter 
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in a dose of 0-6 g. initially, with maintenance doses of 
up to 3-0 g. daily. The intention was to maintain 
treatment for 6 months. 

Sinus rhythm was restored in 66°% of cases immediately, 
and was still present after 7 days in 60%. After 6 
months only 14 out of 88 patients followed up were 
taking the quinidine daily; these 14 were in sinus rhythm, 
as were also 42 out of the other 74. There were 21 
serious incidents, including 7 deaths. The deaths, which 
all occurred suddenly and seemed to be due to ventricular 
fibrillation, were all of patients with large hearts, 6 of 
whom were in heart failure, 4 having valvular lesions 
and 3 degenerative disease. There were 9 cases of 
embolism (3 pulmonary and 6 peripheral), of which 
5 occurred on the same day as the returfi to sinus rhythm; 
of these 6, only one had received anticoagulant treatment. 

The dangers of auricular fibrillation per se and of 
quinidine administration are discussed and the present 
results are compared with those of other workers, with 
vhich in the main they agree. The authors conclude 
hat anticoagulant therapy before administration of 
juinidine reduces the likelihood of embolic accidents. 

[It is to be regretted that the authors did not apply 
any tests of statistical significance, since the series was 
arge and sufficient data had been accumulated.] 

David Friedberg 


_ HEART FAILURE 


138. Congestive Heart Failure in the Elderly 

», D. Beprorp and F. I. Carrp. Quarterly Journal of 
Vedicine [Quart. J. Med.] 25, 407-426, July, 1956. 
. fig., 37 refs. 


Congestive heart failure was diagnosed in 231 out of 
-,630 patients aged 65 years and over admitted to Cowley 
Xoad Hospital, Oxford, between July, 1949, and ‘April, 
'953.. The incidence of the condition was higher in 
inen (17%) than in women (12%). The aetiology, 
clinical features, treatment, and prognosis in 229 patients 
{ollowed up for at least 2 years are discussed. Normo- 
tensive ischaemic heart disease was the cause of con- 
vestive heart failure in 36°% of cases, hypertension in 28%, 
utheroma of the aortic valve and pure or predominant 
wortic stenosis in 10%, anaemia, with a haemoglobin 
level below 10-2 g. per 100 ml. in 7%, rheumatic and 
pulmonary heart disease each in 6%, thyrotoxicosis in 
3%, and syphilis in 2%. 

Of the 229 patients, 146 died within the first 12 months; 
the survival rate for each of the following 3 years, how- 
ever, was almost identical with that expected in healthy 
persons in similar age groups. The prognosis appeared 
to be poor in congestive heart failure due to chronic 
pulmonary disease and syphilis, somewhat better in 
hypertension, particularly in men with sinus rhythm, 
and best in aortic vulvular disease and rheumatic and 
ischaemic heart disease. Analysis of the causes of death 

showed that at least 20 of the 146 patients died from 
pulmonary embolism, 24 from uncomplicated heart 
failure, and 46 from bronchopneumonia. It was noted 
that 18 of the 20 deaths from pulmonary embolism 
occurred within 3 months of the onset of cardiac failure. 
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The less common causes of death were myocardial in- 
farction, cerebrovascular accidents, uraemia, and co- 
existent lethal disease. 

The authors recognize that bronchopneumonia is 
often difficult to detect in the elderly and emphasize the 
need for “a constant watch” for clinical signs of this 
complication. In view of the frequency of thrombo- 
embolism during the first 3 months prophylaxis by 
administration of anticoagulants should be seriously 
considered in the management of elderly patients with 
congestive heart failure. A. G. Freeman 


339. Treatment of Chronic Congestive Heart Failure 
with Neohydrin for from Eight to 65 Months 

G. C. GrirritruH, S. P. Diwrrrorr, and M. C. THORNER. 
Annals af Internal Medicine [Ann. intern. Med.| 45, 7-13, 
July, 1956. 6 refs. 


Chlormerodrin (“‘ neohydrin ”’) is a mercurial diuretic 
which can be administered by mouth in tablets containing 
the equivalent of 10 mg. of organic mercury. This drug 
was given at Los Angeles County Hospital, California, 
to 23 patients suffering from congestive heart failure 
(14 arteriosclerotic, 6 rheumatic, and 3 hypertensive 
heart disease) in a dosage of one to three tablets daily 
for periods of 8 to 65 months. In all the cases there 
was prolonged remission of symptoms without increase 
in weight, basal crepitations, or liver size. The drug 
did not appear to have any toxic effect on the kidneys; 
in one patient who died after a remission lasting 9 months 
there was no evidence of tubular damage. Albuminuria 
and a high blood non-protein nitrogen level due to 
congestive failure diminished on treatment of the latter. 


- The authors emphasize, however, that chlormerodrin 


is contraindicated in the presence of primary renal disease; 
active digestive diseases and allergy are also contra- 
indications. J. Robertson Sinton 


340. The Relationship of Cardiovascular and Renal 
Hemodynamic Function to Sodium Excretion in Patients 
with Severe Heart Disease but without Edema 

W. HOLLANDER and W. E. Jupson. Journal of Clinical 
Investigation [J. clin. Invest.} 35, 970-979, Sept., 1956. 
1 fig., 10 refs. 


In this study, reported from Massachusetts Memorial 
Hospitals (Boston University School of Medicine), 
Boston, some of the factors responsible for sodium 
retention in cardiac disease were investigated in two 
groups of such cases: (1) 12 patients who had no 
previous history or present evidence of peripheral 
oedema and whose ability to excrete sodium was demon- 
strated by the absence of any significant change in body 
weight after 7 to 14 days on a diet containing 14 g. of 
sodium chloride; and (2) 10 patients who were in chronic 
congestive heart failure and required the regular ad- 
ministration of mercurial diuretics. The cardiac index, 
oxygen uptake, arterio-venous oxygen difference, arterial 
oxygen saturation, systemic and pulmonary arterial 
pressures, pulmonary capillary pressure, right ventri- 
cular end-diastolic pressure, pulse rate, glomerular 
filtration rate, ond wane an 
rest and after exercise. 
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The results showed that the cardiac index and glo- 
merular filtration rate were reduced to a similar extent 
in both groups. None of the other parameters studied 
showed any consistent or statistically significant differ- 
ence, except for the end-diastolic pressure, which in no 
patient in Group 1 rose above 14 mm. Hg, whereas in 
those in Group 2 it was above 15 mm. Hg in all cases. 
The authors suggest that a critical elevation of venous 
pressure (rather than a decrease in cardiac output or 
renal blood flow) is responsible for the increased renal 
retention of sodium which occurs in cardiac conditions, 
and that their findings support the concept of “ back- 
ward failure ” in congestive heart failure. 

E. Keith Westlake 


SYSTEMIC CIRCULATORY DISORDERS 


341. Onset and Early Course of Essential Hypertension 
R. B. Benepict. Journal of Chronic Diseases [J. chron. 
Dis.] 4, 221-230, Sept., 1956. 1 fig., 15 refs. 


The onset and early course of essential hypertension 
were studied in the medical records of those members of 
the Group Health Association, Washington, D.C., in 
whom this condition developed over a period of 13 to 
17 years. These patients were drawn from a member- 
ship of approximately 3,500 middle-class Federal 
employees and their families; one-third of them when 
first seen were in their twenties, one-third in their thirties, 
and one-fifth in their forties, 54°% being females and 
46°%% males. Of 149 normotensive patients who sub- 
sequently developed a blood pressure in excess of 90 
mm. Hg diastolic and 150 mm. Hg systolic, 106 were 
considered to be suffering from essential hypertension, 
and these are the subject of the present report. Essential 
hypertension developed before the age of 40 in 33% of 
the patients, and in the following three decades in 38%, 
22%, and 2% respectively. However, an abnormally 
high blood pressure was recorded before the onset of 
essential hypertension in almost 80% of patients. In 
about three-quarters the diastolic pressure at the onset 
of hypertension was between 90 and 100 mm. Hg. 

Altogether 80 patients were observed for 5 years or 
more after the onset of hypertension, and in 67 of these 
the diastolic pressure remained stationary during this 
period. The most frequent symptom at the onset was 
headache, which was noted in 36% of the patients as 
against 19°%% of normotensive controls.’ It is stated that 
78°%%, of patients were symptom-free at the onset of the 
disorder [the discrepancy between these figures is not 
accounted for], while 11 of the 23 who had complained 
of “‘ hypertensive’ symptoms at the onset had already 
complained of similar disturbances while their blood 
pressure was normal. More than two-thirds of the 
patients and fewer than one-third of the controls were 
“overtly nervous’. Chronic pyelonephritis was present 
in one patient, but some [unspecified] urological lesions 
were noted in 24 others before the onset of hypertension. 
Cardiovascular complications, particularly coronary 
artery disease, occurred much more frequently in hyper- 
tensives than in controls, and more frequently in males 
than in females. H. F. Reichenfeld 
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342. Drug Therapy (Mecamylamine) of Hypertension. 
III. Results with Mecamylamine, a Completely Absorbed 
Ganglionic Blocking Agent 

J. H. Moyer, R. Forp, E. Dennis, C. CAPLOVITZ, 
R. HERSHBERGER, P. K. CONNER, S. KINARD, and 
R. McConn. A.M.A. Archives of Internal Medicine 
[A.M.A. Arch. intern. Med.| 98, 187-210, Aug., 1956. 
14 figs., 5 refs. 

A new ganglion-blocking agent, “‘ mecamylamine”’, 
which has the advantage that it is completely absorbed 
from the gastro-intestinal tract, was tried in the treatment 
of hypertension in 104 patients seen in private practice 
and in three hospitals in Houston, Texas. Patients were 
observed for one month before treatment started, during 
which they were given a placebo; in all cases blood 
pressure before treatment was 150/100 mm. Hg or more. 
The patients were divided into two groups [the composi- 
tion of which appears to have been reasonably similar], 
Group 1 (24 patients) receiving mecamylamine alone, 
and Group 2 (80 patients) receiving reserpine in addition 
to mecamylamine. The dosage in Group 1 was initially 
2:5 mg. by mouth twice a day, increased weekly until an 
adequate blood-pressure response was obtained or there 
were symptoms of hypotension. Patients in Group 2 
were given 1 mg. of reserpine daily for two months 
before administration of mecamylamine was begun, the 
dosage of the latter being similar to that in Group 1. 

In Group 1 there was a reduction in blood pressure 
in 6 out of 10 patients with an initial diastolic pressure 
below 120 mm. Hg, and in 10 out of 14 with an initial 
pressure higher than this. Patients in Group 2 fared 
rather better, the corresponding figures being 12 out of 
15 and 63 out of 65 respectively. Further study showed 
that there was more effective blood-pressure control 
during the second 3 months of treatment than during 
the first, presumably as a result of more satisfactory 
dosage schedules. Side-effects, anorexia, nausea, and 
constipation, were less common and less marked with 
the combined treatment than with mecamylamine alone, 
the only symptom which was more marked in Group 2 
than in Group 1 being nasal congestion. Sedation was 
observed in both groups, but was more pronounced in 
Group 2, while impotence occurred in about half the 
patients in both groups. On the whole, side-effects 
diminished with time, except for blurring of vision and 
sedation, which tended to become worse. 

Pharmacological studies showed that mecamylamine 
blocked both sympathetic and parasympathetic ganglia. 
Its durati6n of action appeared to be much longer than 
that of hexamethonium, and absorption when given by 
mouth was nearly 100%. Renal blood flow was not 
depressed significantly until the blood pressure had been 
excessively reduced, when there was a fall in glomerular 
filtration rate and renal plasma flow. It is suggested 
that mecamylamine should probably not be given in the 
presence of severe renal damage—for example, when the 
blood urea nitrogen level is above 80 mg. pe: 100 ml. 

In view of the short follow-up period (about 6 months) 
the authors come to no final conclusions concerning the 
relief of symptoms with this treatment. There were, 
however, certain definite trends—namely, relief of head- 


ache, of heart failure, and of anginal symptoms; in 
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one-quarter of the patients there was improvement in 
the electrocardiogram, and a similar proportion showed 
improved renal function. F. Starer 


343. The Surgery of Hypertension: a Five-year Follow-up 
C. A. WELLS. Scottish Medical Journal [Scot. med. J.| 
1, 245-250, Aug., 1956. 4 figs., 6 refs. 


This paper from the Department of Surgery of the 
University of Liverpool reports the effects of surgical 
treatment in 130 cases of severe arterial hypertension 
operated on between 5 and 10 years ago. The series 
included 3 patients with phaeochromocytoma and 8 with 
unilateral renal disease, all but one of whom were relieved 
of their hypertension by excision of the tumour or the 
diseased kidney. Over 90% (119) of the patients had 
essential hypertension and were treated by bilateral 
thoraco-lumbar sympathectomy (T6 to L3), carried out 
through the open chest. The indications for operation 
were that the patient should be (1) ill enough to need 
surgery, (2) fit enough to stand surgery, and (3) robust 
enough to accept the sequelae of surgery. Nearly one- 
quarter (28) of the patients had malignant hypertension 
with papilloedema and gross visceral damage, while most 
(62) of the remainder had a diastolic blood pressure of 
110 mm. Hg or more, with eye-ground changes. There 
were 4 postoperative deaths and 31 during the follow-up 
period. Dyspnoea and Raynaud’s phenomenon in the 
hand were frequent complaints after sympathectomy, 
and intercostal pain occurred in 3 cases. 

By comparison with a series of 219 cases reported by 
Keith, Wagener, and Barker which were treated without 
operation the survival rates for cases of all gtades of 
severity in the author’s series were substantially improved 
by sympathectomy. The postoperative fall in blood 
pressure has been maintained in only one case in every 
seven, the pressure in the rest reverting to preoperative 
levels within 5 years. The most important symptoms, 
however—headache and visual disturbance—have been 
greatly diminished in nearly all the survivors. 

The author concludes that sympathectomy has much 
to offer in the relief of distressing symptoms in cases of 
essential hypertension. He emphasizes that it is very 
necessary to screen all cases of hypertension carefully 
in order to diagnose the minority which can be cured by 
excisional surgery. C. J. Longland 


344. Remittent Necrotizing Acrocyanosis 

E. A. Epwarps. Journal of the American Medical 
Association [J. Amer. med. Ass. 161, 1530-1534, Aug. 18, 
1956. 4 figs., 14 refs. 


A syndrome is described which has been observed by 
the author in 20 patients over periods varying from 2 to 
17 years, characterized by symmetrical cyanosis, cold- 
ness, and pain in the hands and feet, often with necrosis 
of the tips of fingers and toes, occurring in attacks of 
some months’ duration, often with spontaneous remis- 
sion and recurrence. Other conditions causing similar 
effects, such as acrocyanosis, Raynaud’s disease, sclero- 
derma, frostbite, and thromboangiitis obliterans were 
excluded so far as possible, and biopsy or amputation 
material showed perivascular inflammation and intimal 
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proliferation in the affected arterioles. Treatment with 
vasodilator drugs gave partial relief and was generally 
considered prefreable to sympathectomy, the latter being 

of doubtful benefit in the 4 cases in which it was carried 
out. Cortisone was of no value. 

The term “remittent necrotizing acrocyanosis” is 
proposed by the author as a descriptive name, the 
aetiology of the condition being unknown. 

J. McMichael 


PERIPHERAL ARTERIES 


345. Arlidin: a Clinical Evaluation of a Peripheral 
Vasodilator with Selective Action on Muscle Vessels 

I. D. Stem. Annals of Internal Medicine [Ann. intern. 
Med.} 45, 185-190, Aug., 1956. 9 refs. 


Previous work in Germany has suggested that the oral 
administration of arlidin (1-(p-hydroxyphenyl)-2-(1- 
methyl-3-phenyl-amino)-propanol hydrochloride), a sym- 
pathomimetic drug related to adrenaline, might produce 
effective vasodilatation in the skeletal muscles of patients 
with intermittent claudication without at the same time 
causing vasodilatation in the skin as do many other 
drugs commonly used for this condition. The author 
has therefore carried out a clinical trial of arlidin in the 
treatment of 220 patients with claudication, due to 
arteriosclerosis in 191 cases, recent thrombosis in 21, 
and to thromboangiitis obliterans in 8; the patients were 
selected partly from the author’s private practice and 
partly from those attending the peripheral vascular 
clinics of three New York hospitals. 

All patients were examined for the presence of peri- 
pheral pulse, and the condition of the circulation assessed 
by oscillometric and skin-temperature readings and by 
the patient’s exercise capacity, this last being determined 
by noting the number of “ toe stands”’ performed and 
the level walking distance covered before the onset of 
claudication. One tablet (6 mg.) of arlidin was then 
given orally three times a day for one week. If there 
was no change in symptoms during this period, the dose 
was doubled and continued for a further 2 weeks; in 
those who did not then respond the treatment was 
abandoned. Improvement was simply assessed as 
“none, slight, moderate, or marked”. It was “‘ moder- 
ate ” in 103 and “ marked ” in 28 out of the 191 patients 
with arteriosclerosis obliterans. The intra-arterial injec- 
tion of a single 6-mg. dose of arlidin in 35 of the patients 
produced an average increase of blood flow in the calf 
of 300 to 400% as measured plethysmographically, but 
without causing the usual bright skin flush. It is con- 
cluded that arlidin is an effective vasodilator drug for 
skeletal muscle when administered orally in the manage- 
ment of intermittent claudication. 

[This trial would have been much more convincing 
had the actual figures for the objective results measured 
(that is, the number of “* toe stands ”’ or walking distance 


before claudication) been reported, if there had been a 

control group of alternate patients receiving dummy 

tablets, and if a standard procedure, such as the double- 

blind technique, had been employed to eliminate observer 
P. Hugh-Jones 


error.] 
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346. Hemostasis in Thrombocytopenic Bleeding follow- 
ing Infusion of Stored, Frozen Platelets 

E. Kien, R. Tocu, S. FARBER, G. FREEMAN, and 
R. FiorENTINO. Blood [Blood] 11, 693-699, Aug., 1956. 
22 refs. 


Haemorrhage in the thrombocytopenic state can often 
be controlled by the infusion of platelets, which can be 
isolated from whole blood by sequestration on ion- 
exchange resins or by centrifugation. In this paper from 
Harvard Medical. School clinical trials are described, 
the object of which was the possible maintenance of the 
haemostatic activity of stored, frozen, platelet concen- 
trates. The technique involved the collection of blood 
into plastic “ packs” and the separation of platelets 
by centrifugation. The concentrates so obtained were 
frozen at either —30°C. or —15°C., and stored at 
—15° C. for up to 6 weeks. 
was thawed at room temperature. The concentrates 
were administered intravenously by means of plastic 
transfusion sets. 

The 15 patients selected, who were between 2 and 15 
years of age, received one to 7 infusions, each contain- 
ing platelets from one to 4 U.S. pints (450 to 1,800 ml.) 
of blood. Of 29 infusions given, the results of 18 
were favourable, as judged by transitory haemostasis. 
Side-effects were a temporary rise in blood pressure, 
local pain, and cutaneous blanching; there was no 
evidence of serious toxicity or thrombosis. . 

A footnote to the paper states that since the report 
was written a total of 49 patients have been treated 
“* with essentially similar results”. A. W. H. Foxell 


347. Purpura Gangrenosa . 
K. B. Taytor and F. W. Wricur. Lancet [Lancet] 


2, 284-286, Aug. 11, 1956. 2 figs., 12 refs. 


In this paper from the Radcliffe Infirmary, Oxford, 
2 cases are described of acute purpura which was non- 
thrombocytopenic and was associated with the develop- 
ment of gangrene in the fingers and toes. The purpura 
in the first patient, a young woman of 26, was sym- 
metrical and affected all four limbs, the face, ears, and 
hard palate. There was great pain in the affected areas, 
and on the eleventh day after onset the toes of both feet 
became gangrenous and later the left index finger; other 
areas of the body surface also became gangrenous. The 
toes of the right foot had to be amputated and skin 
grafted on to the arms, but after this recovery was 
uneventful. .In the second case, that of a 69-year-old 
woman with long-standing rheumatoid arthritis, the rash 
affected the shoulders, thighs, and ankles. Subsequently 
gangrene of the toes developed. Treatment in this case 
was with cortisone. 

The authors discuss the possible pathogenesis of the 
condition. In the first case culture of a throat swab 
yielded a B-haemolytic’ streptococcus. Attention is 
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prognostic significance. 


drawn to the striking similarity between the mode of 
development of the lesions in purpura gangrenosa and 
the purpura in the Sanarelli-Shwartzman reaction in 
animals. It is postulated that during the course of an 
infection an “‘ antigen’ may be released into the blood 
stream and subsequently fixed in the tissues, and that a 
later similar release of antigen may act as the challenging 
dose. In the first case described in the present paper 
the lesions were confined to areas which had been 
exposed during sunbathing. A. S. Douglas 


NEOPLASTIC DISEASES 


348. Electrophoretic Investigations of the Serum Pro- 
teins in Hodgkin’s Disease. (Elektrophoretische Serum- 
untersuchungen bei Lymphogranulomatose) 

R. Haenscu. Zeitschrift fiir Haut- und Geschlechts- 
krankheiten [Z. Haut- u. GeschlKr.] 21, 119-123, Sept. 1, 
1956. 8 refs. 


The electrophoretic patterns of the serum protein 
fractions in 16 patients suffering from Hodgkin’s disease 
with skin involvement were analysed at the City Skin 
Clinic, Wuppertal—Eberfeld, Germany, for their possible 
In 5 patients whose serum gave 
near-normal values, except for some increase in the 
y-globulin fraction, the course of the disease was chronic 
and characterized by its mildness. Of 7 other patients 
whose serum showed a marked increase in the a-globulin 
fraction and a variable increase in the y-globulin fraction, 
all died within a few months, the disease taking a rapid 
and malignant course. In a third group of 4 patients 
the serum protein pattern was characterized by a marked 
increase in the y-globulin fraction with or without a 
raised a-globulin level; the progress and expectation of 
life of these patients was intermediate between those of 
the first two groups. Serial estimations showed a pro- 
gressive increase in the a-globulin fraction in some cases 
in which the disease changed for the worse. It is con- 
cluded that the changes described are of prognostic 
value in Hodgkin’s disease. G. W. Csonka 


349. The Early Diagnosis and Natural History of Chronic 
Lymphatic Leukemia 

C. Houctr. Annals of Internal Medicine [Ann. intern. 
Med.) 45, 39-55, July, 1956. 7 figs., 12 refs. 


In this paper from the University of North Carolina 
Medical School, Chapel Hill, North Carolina, the author 
discusses the clinical and pathological findings in 9 
patients with chronic lymphatic leukaemia who were 
observed over a period of 2 to 12 years before symptoms 
of the disease had manifested themselves or the classic 
clinical features had become evident. Necropsy was 
performed on 2 of the 3 who died from causes unrelated 
to leukaemia, and lymph-node biopsy was performed at 
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intervals on 4 others. A persistent absolute lympho- 
cytosis in a total count usually not exceeding 40,000 
per c.mm. was the only constant sign in the early stages, 
‘he cells being mainly mature small lymphocytes. At 
‘his stage bone-marrow biopsy revealed foci of lympho- 
cytes forming at least 25°% of the total cells, but erythro- 
poiesis and granulopoiesis remained active and apparently 
normal. At a corresponding time the lymph nodes 
showed non-specific changes only, but the liver revealed 
vell-marked periportal infiltration with lymphocytes. 
rhere were no significant changes in the spleen. At 
ater stages the total leucocyte count tended to rise, 
ymph-node structure became obscured by lymphocytic 
oroliferation, and the bone marrow became filled with 
ymphocytes. In 6 instances there was no anaemia 
vhen the patient was first seen. 

It is emphasized that a relatively low leucocyte count 
+5 not necessarily a poor prognostic sign, but may 
-epresent an early phase of the disease, and that lymph- 
,1ode biopsy may not be diagnostic until the disease is 
elatively advanced and evident from other signs. 

Mary D. Smith 


_50. The Influence of Histamine upon the Circulating 
eucocyte Level in Patients with the Leukemias 

R. BIERMAN, K. KELty, F. Corpes, and A. CoBLENTZ. 
‘lood [Blood] 11, 708-719, Aug., 1956. 7 figs., 8 refs. 


It has been shown that intravenous infusion of hista- 
\line causes a transient leucopenia in non-leukaemic 
-ubjects (Bierman et al., Blood, 1951, 6, 926). In this 
 aper from the Hospital for Tumors and Allied Diseases, 
\Juarte, California, the authors report the results of 
‘atravenous infusion of 0-2 to 0-9 mg. of histamine under 
s-andard conditions in 40 patients with various types of 
!-ukaemia, 

Of 17 patients with lymphatic leukaemia, 14 showed 
© sustained leucocytosis reaching +15 to +285% over 
control levels 24 to 10 minutes after histamine infusion, 
in the remaining 3 cases there was a leucocytosis of 

-7 to +12:5%. This leucocytosis was due to an 
increase in lymphocytes only. A leucocytosis of +18 
io +45% above control level was observed in 13 out of 
‘8 patients with granulocytic leukaemia. In 2 other 
patients a leucocytosis of +10 to +14% was noted. 
In the remaining 3 cases a persistent fall in the count 
occurred by —21 to —33% of control level. A non- 
leukaemic response with a transient leucopenia was 
obtained in those cases in which the peripheral leucocyte 
count was within normal limits. All 5 patients with 
monocytic leukaemia developed a leucocytosis of +20 
to +108% following infusion of histamine. 

The authors suggest that in the healthy subject there 
is a state of equilibrium between the number of leuco- 
cytes in the tissue reservoir and the number circulating 
in the peripheral blood. After histamine administration 
leucocytes in the peripheral blood are sequestered for a 
short period in the tissue reservoir, causing a temporary 
leucopenia with an increased leucocyte level in the tissues. 
In the leukaemic subject with a peripheral leucocyte 
count above 40,000 per c.mm., the tissue leucocyte 
reservoir is saturated. After administration of histamine 


the leucocytes cannot fully retreat into the saturated 
reservoir and the preponderance of flow is from the 
tissues to the peripheral blood, causing a further leuco- 
cytosis. A. W. H. Foxell 


351. Massive Prednisone and Prednisolone Therapy in 
Leukemia and Lymphomas in the Adult 
J. M. Hitt, G. J. MARSHALL, and D. J. FALco. Journal 
of the American Geriatrics Society [J. Amer. Geriat. Soc.] 
4, 627-640, July, 1956. 5 figs., 10 refs. 


An account is given of the treatment at Baylor Uni- 
versity Hospital, Dallas, Texas, of 12 cases of acute 
granulocytic, lymphocytic, or monocytic leukaemia, 4 of 
chronic lymphatic leukaemia, and 3 of lymphoma with 
massive doses (up to 5 g. daily) of prednisone or pred- 
nisolone. Such treatment appears to be indicated for 
acutely ill patients, those not responding to antimetabolic 
therapy, and in terminal cases. In such cases a good 
remission may be obtained and survival time prolonged. 
Side-effects in this series were relatively few and readily . 
controllable. G. Calcutt 


ANAEMIA 


352. Identification of a New Normal Embryonic Haemo- 
globin 

I. and C. KLIBANSKI. Nature [Nature 
(Lond.)] 178, 794-795, Oct. 13, 1956. 4 figs., 3 refs. 


Working at the Beilinson Hospital, Petah Tikva, 
Israel, the authors found on examining the blood of a 
10-week human embryo that electrophoresis showed the 
haemoglobin to differ from that in the cord blood of 
newborn infants. Similar observations were made sub- 
sequently on blood from a 20-week human embryo. 

[While their communication is of great interest, the 
authors cannot rightly claim to have identified a 
new normal embryonic haemoglobin; they have, how- 
ever, given an indication of its existence.] 

H. Lehmann 


353. Maintenance of High Sickling Rate in an African 
Community 

H. LEHMANN and A. B. Raper. British Medical Journal 
[Brit. med. J.] 2, 333-336, Aug. 11, 1956. 17 refs. 


Although inheritance of the sickle-cell gene in the 
homozygous state is recognized as a cause of early death, 
sickling is still found with remarkable frequency in 
tropical Africa. Two hypotheses have been pro- 
pounded to explain this: (1) that the death rate from 
malaria is higher among normal homozygotes (AA) 
than among sickle-cell heterozygotes (AS), and (2) that 
approximately 25% of sickle-cell homozygotes (SS) 
survive and procreate. In this paper the authors discuss 
the validity of these hypotheses in the light of investiga- 
tions carried out on the Baamba tribe in Uganda. 
Among 623 subjects of all ages tested, sickling was 
found in the blood of 227, the sickling rate for the adult 
population being 39°%%. Examination of blood samples 
by paper electrophoresis revealed no abnormal haemo- 


globin other than haemoglobin S. Both haemoglobin A 
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and haemoglobin S were ‘present in the blood of 223 of 
the sicklers, indicating that they were heterozygotes. 
Of the remaining 4, all infants, 2 had only foetal haemo- 
globin in their blood and 2 only haemoglobin S; it was 
concluded that these last 2 were SS homozygotes, although 
neither had clinical signs of sickle-cell anaemia. The 
complete absence of SS homozygotes among the 191 
sicklers over the age of 5 suggested that the survival of 
such homozygotes does not contribute significantly to 
the maintenance of the high sickling rate. The tribe 
inhabits a highly malarious district, and estimates of the 
incidence of malaria and of child mortality are high. 
It is calculated that if the selective death of non-sicklers 
from malaria is responsible for maintenance of the 
sickling rate of 39%, 10-6 to 24-2% of all AA homo- 
zygotes born (or 6-9 to 15-7°%% of the whole child popula- 
tion) should die of malaria. Although no mortality 
statistics are available for the Baamba the death rate 
from malaria in children is unlikely to be less than in 
the Belgian Congo, where it is estimated at 14 to 22 
per 1,000 per annum for children under 3. This would 
give a cumulative loss during childhood of 5 to 10% of 
the child population—sufficient to explain the high sick- 
ling rate among the Baamba. J. L. Markson 


354. Hyposthenuria in Sickle Cell Anemia: a Reversible 
Renal Defect . 

H. G. Keiret, D. THompson, and H. A. IrANo. Journal 
of Clinical Investigation [J. clin. Invest.] 35, 998-1007, 
Sept., 1956. 5 figs., 27 refs. 


Hyposthenuria, that is, the secretion of urine of 
abnormally low specific gravity, has often been noted in 
patients with sickle-cell anaemia or the sickle-cell trait; 
in the studies here reported from the National Institutes 
of Health, Bethesda, Maryland, the present authors have 
attempted to elucidate its cause. 

A control group of 12 white and 12 negro subjects 
showed a maximum urinary solute concentration of 
1,055+-118 millimoles per litre following deprivation of 
food and water for 15 hours and the injection of two 
units of vasopressin subcutaneously. In contrast, of 
29 patients with sickle-cell anaemia, none showed normal 
urine-concentrating power, the defect being more pro- 
nounced in adults. The results of blood urea nitrogen 
estimation and routine urine analyses were normal. 
When the anaemia was corrected in 4 infants by the 
transfusion of erythrocytes, the urine concentration 
became normal and remained so until sickling recurred. 
There was also partial correction of the hyposthenuria 
in One patient aged 10 given erythrocyte transfusion, but 
little or no improvement in 2 young adults following 
repeated transfusions. The severity and reversibility of 
the hyposthenuria seem therefore to alter with age. 

The renal defect does not seem to be related to the 
anaemia per se or to haemoglobinuria, for 4 out of 6 
adults with other types of anaemia concentrated urine 
normally, while in 6 cases of sickle-cell anaemia the 
degree of hyposthenuria was not proportional to the 
plasma haemoglobin concentration. Renal clearances in 
2 of these patients showed no consistent change after 
correction of the anaemia. Of 26 subjects with the sickle- 
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cell trait, 18 showed hyposthenuria which, however, was 
usually less marked than in patients with sickle-cell 
anaemia. 

It was shown that water diuresis was inhibited by the 
same intravenous dose of vasopressin in 2 patients with 
sickle-cell anaemia as in 2 normal subjects, indicating 
that the renal defect is not vasopressin resistance. 
Discussing the possible mechanisms of causation the 
authors state that they could find no good evidence 
that the defect is due to subclinical intravascular sickling 
in the kidney or to the presence in the renal tubules or 
tubular cells of sickle-cell haemoglobin. 

T. B. Begg 


355. The Incidence of Blood Group A in Pernicious 
Anemia 

W. P. CreGer and A. T. Sortor. A.M.A. Archives of 
Internal Medicine [A.M.A. Arch. intern. Med.| 98, 136- 
141, Aug., 1956. 17 refs. 


The incidence of Group-A blood in patients with 
pernicious anaemia was studied from the case records of 
three hospitals in San Francisco, control values for the 
distribution of different blood groups in the area being 
obtained from a San Francisco blood bank with 20,070 
donors. The records of 115 cases contained a note of 
the patient’s blood group and were sufficiently detailed 
to permit the authors confidently to diagnose pernicious 
anaemia. The percentage incidence of blood of 
Groups O, A, B, and AB in the 20,070 donors was 
47-2, 38-1, 10-6, and 4-1 respectively. The percentage 
incidence of these groups in cases of pernicious 
anaemia was 37-4, 51-3, 10-4, and 0-9. The difference 
in the incidence of Group-A blood is significant (P>0-1 
and<0-025); it is greater than that reported for the 
increased incidence of Group-A blood in patients with 
gastric carcinoma. Racial and other evidence would 
suggest that pernicious anaemia and gastric carcinoma 
may have some genetic link, rather than that they are 
directly related. Various hypotheses, which are based 
largely on the reported chemical similarity between 
intrinsic factor and Group-A substance, are discussed. 

R. B. Thompson 


356. The Absorption of Vitamin B,2 in the Megaloblastic 
Anaemias 

J. R. Evans. Proceedings of the Nutrition Society (Proc. 
Nutr. Soc.| 15, 126-134, 1956. 2 figs., 21 refs. 


The part played by malabsorption, of vitamin B,2 
(cyanocobalamin) in various types of megaloblastic 
anaemia has been investigated at the Radcliffe Infirmary, 
Oxford, by measuring the radioactivity in the faeces 
after an oral dose of 0-5 yg. of the vitamin labelled with 
radioactive cobalt. In the author’s words, “it is 
assumed that all the radioactivity not recovered has been 
absorbed ”’. 

In healthy control subjects the mean value of the 
amount recovered was 27:3°% (range 9 to 47%) as 
opposed to 92:3% (range 80 to 103%) in patients 
with pernicious anaemia. When these patients were 
given Castle’s intrinsic factor in addition the absorption 
of cyanocobalamin rose, indicating that the essential 
defect, namely, a failure to secrete intrinsic factor owing 
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to atrophy of the gastric body mucosa, prevents the 
absorption of sufficient cyanocobalamin to meet the 
requirements of the body. Further studies showed that 
treatment with antibiotics did not increase the uptake 
of the vitamin, suggesting that in pernicious anaemia 
bacterial sepsis is not directly responsible for mal- 
absorption of cyanocobalamin. 

Megaloblastic anaemia following total gastrectomy is 
also associated with a failure of absorption of cyanoco- 
balamin similar to that in pernicious anaemia, and may 
occur, though rarely, after partial gastrectomy or gastro- 
enterostomy, particularly if gastritis or atrophy of the 
remnant of the gastric body is present. In idiopathic 
steatorrhoea absorption of the vitamin may be normal, 
but in some cases it shows gross impairment, the cause 
of which is uncertain; if absorption is not improved 
except by the addition of very large doses of intrinsic 
factor the failure may be due to atrophic and inflam- 
matory changes in the wall of the intestine. 

Megaloblastic anaemia associated with structural 
abnormalities of the intestine, such as duodenal diverti- 
culitis, is also associated with malabsorption of cyanoco- 
balamin and is sometimes relieved by oral administration 
of antibiotics. It is suggested that bacterial contamina- 
tion of the small intestine interferes with the uptake of 
the vitamin, perhaps by a mechanism similar to that in 
patients with megaloblastic anaemia due to intestinal 
parasites, and that the usual doses of intrinsic factor are 
destroyed by the micro-organisms, since high doses of 
the factor prove effective. In a few cases each of the 
megaloblastic anaemia of pregnancy and the puerperium 
and of that sometimes associated with epilepsy there 
appeared to be no failure of absorption of labelled 
cyanocobalamin. Ethel Browning 


357. Studies on the Anemia of Disseminated Malignant 
Neoplastic Disease. II. Study of the Life Span of the 


Erythrocyte 
G. A. HyMAN, A. GELLHORN, and J. L. Harvey. Blood 
[Blood] 11, 618-631, July, 1956. 4 figs., 32 refs. 


At the College of Physicians and Surgeons, Columbia 
University, New York, the authors have made a study of 
the possible causes of the increased rate of haemolysis 
demonstrable in cases of disseminated malignant neo- 
plastic disease. The life span of the erythrocytes in 23 
such cases was determined after transfusion of whole 
blood or separated erythrocytes into 53 healthy volun- 
teers, and that of the erythrocytes of the volunteers after 
transfusion into the patients. Erythrocyte survival time 
was measured by the Ashby differential agglutination 
technique in 16 instances and by labelling with radio- 
active chromium (5!Cr) in 52, while the two methods 
were combined in 8 cases. The authors state that results 
given by the two techniques were so nearly identical 
that they propose in future to use only 5!Cr. 

Erythrocytes from the patients had a normal life span 
when transfused into healthy individuals, whereas those 
of the volunteers had a shortened life span when trans- 
fused into the patients. It is therefore concluded that 
there is no intrinsic defect in the erythrocytes in cases of 
advanced malignant disease, but that a factor causing 


haemolysis is present in the plasma and that this factor 
is of importance in the pathogenesis of the anaemia of 
cancer. Janet Vaughan 


358. Treatment of Iron-deficiency Anaemia. Comparison 
of Methods 

E. Cope, R. O. GittHespy, and R. W. RICHARDSON. 
British Medical Journal [Brit. med. J.] 2, 638-640, 
Sept. 15, 1956. 10 refs. 


A comparative study is reported from the Dudley 
Road Hospital, Birmingham, of the results of oral, 
intravenous, and intramuscular administration of iron 
preparations in 517 patients with iron-deficiency anaemia. 
The patients were divided into 3 groups: Group 1, 
hypochromic anaemia of pregnancy; Group 2, post- 


‘partum hypochromic anaemia; and Group 3, hypo- 


chromic anaemia from causes other than pregnancy 
(“‘ medical cases All the cases were fully investigated 
to exclude other blood dyscrasias or haemorrhagic 
conditions as causes of the anaemia. The patients in 
each group were further subdivided into three treatment 
groups which were given, respectively, “ ferromyn’”’ 
(ferrous succinate) by: mouth, “ ferrivenin” by intra- 
venous, and “imferon” by intramuscular injection. 
The amount of iron given by all three routes was approxi- 
mately the same. In patients with anaemia not asso- 
ciated with pregnancy (Group 3) the best response was 
obtained with ferrivenin (a haemoglobin increase of 
1-4°%% per day), although 2 patients in this group experi- 
enced severe reactions to the intravenous injection. The 
slowest response in this group was to ferromyn (haemo- 
globin increase of 0-9°% per day). In Group 1 only 
3 patients received ferrivenin because of the danger of 
reactions, so the effect of this treatment could not be 
analysed. A more rapid response was obtained in this 
group to intramuscular injection of iron (average daily 
haemoglobin increase of 1-:2°%) than to iron by mouth 
(haemoblogin increase 0-9°%%). All the patients in 
Group 2 (postnatal anaemia) responded well to all three 
forms of treatment, the average daily haemoglobin 
increase being 1-4°%% with ferromyn, 1-3°% with imferon, 
and 1-5°%% with ferrivenin. 

The authors conclude as follows: ‘‘ Ferrous succinate 
taken orally . . . was as effective as the other two methods 
in all but a few refractory cases, but the response was 
less rapid in the antenatal medical cases, though equally 
as rapid in the post-partum cases”. Altogether 208 
patients (including 16 who had failed to respond to iron 
by mouth) were given intramuscular injections of iron 
without untoward side-effects. Intramuscular adminis- 
tration was as effective as intravenous, although it was 
not so rapid in the medical cases. The response to 
intravenous injection of iron was good in 80 of the 
82 cases; in 2 treatment had to be abandoned because 
of severe sidé-reactions. 

[The results of treatment are assessed on the average 
daily increase in the haemoglobin value over a period of 
17 days; the authors do not consider the long-term 
problem of the replenishment of iron stores in anaemic 
patients, which is possible by parenteral but not by oral 
administration of iron.] R. F. Jennison 


6- 
ith 
of 
he 
ng 
70 
of 
led ¥ 
US 
of 
vas 
ge 
US 
1ce 
0-1 
the 
ith 
uld 
are 
sed 
een 
n 
stic 
roc. 
Biz 
istic 
ary, 
eces 
vith 
is 
een 
the 
) as i] 
ents 
were 
tion 
ntial 
wing 


359. Chronic Cough: Analysis of Etiologic Factors in 
a Survey of 1,274 Men 

A. M. R. W. and J. L. THOMPSON. 
Annals of Internal ‘Medicine [Ann. intern. Med. 45, 216- 
231, Aug., 1956. 4 figs., 24 refs. 


The authors have studied the incidence of chronic 
cough among 974 adult male workers employed in 


_ various occupations in a large steel-making plant in 


West Virginia and, for comparison, in a group of 300 
patients without specific pulmonary or cardiac disease 
selected at random from the wards of the Veterans 
Administration Hospital, Providence, Rhode Island. 

Of the total of 1,274 subjects examined, 429 (34%) 
had a chronic cough, the incidence among the workers, 
who lived in an industrial urban area, being 31°%, while 
among the hospital patients, although many lived in 
rural areas, the incidence was 44%. In the industrial 
group there was no difference in the incidence of cough 
among men in different types of occupation, and in the 
hospital group there was no relationship between 
incidence of cough and the amount of dust to which the 
subjects were exposed at home or at work. 

The smoking habits of both groups were then investi- 
gated. There were more smokers in the hospital group 
(70% compared with 64%), and this was considered to 
account for the higher incidence of cough in this group. 
In both groups, there was a direct relationship between 


cough and the number of cigarettes smoked, non-smokers 


having a low incidence of cough (2%) irrespective of 
work, in contrast to 51° among the smokers. Among 
cigar- and pipe-smokers the incidence was similar to 
that among non-smokers. Cessation of smoking by 58 
of the men was followed by disappearance of their cough 
in 56, and by its reduction in the other 2. 

Of 100 men who had a history of pneumonia 36%, 
had a chronic cough, but of the 429 with chronic cough 
258 had no history of pneumonia. There appeared also 
to be an increase in the incidence of cough with age. 
Naturally those who had smoked over a longer period 
were both older and more likely to have a cough, but 
the authors consider that some of the increased incidence 
could be attributed to age alone. 

A. Gordon Beckett 


360. Pathogenesis of Eosinophilic Pneumonitis (Léffler’s 
Syndrome) 

W. L. Epsrern and A. M. KLIGMAN. Journal of the 
American Medical Association [J. Amer. med. Ass.| 162, 
95-97, Sept. 8, 1956. 13 refs. 


From the University of Pennsylvania School of 
Medicine, Philadelphia, the authors describe a variant 
of Léffler’s syndrome which they encountered in 7 
patients out of over 1,000 who were being treated with 
desensitizing injections of 3-pentadecylcatechol, 10% in 
sesame oil, for protection against poison-ivy dermatitis. 
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These patients showed an eosinophilia as high as 40,000 
per c.mm. in some cases, transient pulmonary infiltra- 
tions, and a short, sharp, febrile illness commencing 8 to 
48 hours after the last of the six graded injections, 
accompanied by productive cough, feverishness, dys- 
pnoea, and malaise; four patients complained of sharp 
chest pain which was not pleuritic in nature. Physical 
signs were minimal, consisting mainly of pharyngitis and 
scanty moist sounds on auscultation. Radiological signs 
lasted 4 to 15 days and sometimes the eosinophilia 
reached its peak as these signs were subsiding. 
Discussing the pathogenesis of various forms of 
eosinophilic pneumonitis, the authors favour the theory 
of filtration or trapping of eosinophils in the lung rather 
than that of allergic pulmonary reaction. Perhaps such 
trapping also occurs in other organs, but as the syndrome 
is so transient, detection would necessarily be difficult. 
A number of other patients in the series developed 
hacking cough with marked eosinophilia, but radio- 
graphy revealed only increased hilar markings. It is 


suggested that these cases probably represented a milder . 


degree of eosinophilic trapping. T. Semple 


361. Progressive Pulmonary Dystrophy. ‘‘ Vanishing 
Lung ”’ (Burke), Idiopathic Pulmonary Atrophy (de 
Martini). (Die progressive Lungendystrophie. Vanish- 
ing lung (Burke), idiopathische Lungenatrophie (de 
Martini)) 

L. HemMeYeR and F. Scumip. Deutsche medizinische 
Wochenschrift (Dtsch. med. Wschr.] 81, 1293-1297, 
Aug. 17, 1956. 9 refs. 


In this paper from the Medical Clinic, Freiburg, the 
authors report 5 cases of pulmonary dystrophy of the 
type described by Burke as “vanishing lung” or 
“* cotton-candy lung’’. In this condition the destructive 
process involves not only the peripheral lung tissue, but 
also the proximal parts of the blood vessels and of the 
bronchial tree. This, together with the fact that it affects 
localized parts of one lung, or of one lobe of one lung, 
and does not occur in a diffuse form, allows it to be 
differentiated from the various types of emphysema and 
from cystic fibrosis. In 3 of the authors’ cases, in which 
the process could be followed radiographically, the 
condition was definitely progressive, thus differing from 
the ‘‘ idiopathic pulmonary atrophy” described by de 
Martini. They therefore propose the name “ pro- 
gressive pulmonary dystrophy” for the condition 
observed in their cases. 

Infections of the lungs or bronchi featured in the 
previous history in all the authors’ cases. The patho- 
genesis of the condition was attributed by Crenshaw to 
primary disease of the blood vessels, and this theory is 
supported by the angiographic findings in 2 of the authors’ 
cases, in which obvious obliteration of the pulmonary 
vessels preceded the disappearance of the pulmonary 
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‘issue. The most probable cause of the occlusion of the 
vessels would seem to be an inflammatory endarteritis 
obliterans, and the suggestion is made that the previous 
infections had sensitized the arteries of the lungs and 
oronchi and that the destruction of the lung was the 
esult of a condition in them resembling Buerger’s 
sisease. The frequent association with heavy smoking 
.2ported by Crenshaw would fit in with this concept. 
ibrous occlusion of the main bronchus is, in the present 
-uthors’ opinion, not the cause but the consequence of 
the disease. In the treatment of the disease it is impor- 
‘ant to combat infection, but they do not consider 
-urgical intervention to be necessary in cases of dys- 
‘-ophy without compression. E. Forrai 


-62. Diffuse Interstitial Fibrosis of the Lungs (Hamman-— 
ich Syndrome). A Review with a Report of Three 
Additional Cases 

i. W. B. Grant, B. R. Hirus, and J. Davipson. 


{Amer. Rev. Tuberc.] 74, 485-510, Oct., 1956. 7 figs., 
28 refs. 


°63. The Renal Circulation in Chronic Pulmonary 
}visease and Pulmonary Heart Failure 

«. H. Struart-Harris, J. MACKINNON, J. D. S. Ham- 
“OND, and W. D. SmirH. Quarterly Journal of Medicine 
| Quart. J. Med.] 25, 389-405, July, 1956. 28 refs. 

It is well recognized that in congestive cardiac failure 
cue to chronic pulmonary disease the extremities are 
warm and cyanosed, whereas in “‘ low-output ” failure 
cue to valvular heart disease peripheral vasoconstriction 
is usually present. The finding that in heart failure due 
to either condition the renal circulation was restricted 
to very similar degrees was therefore unexpected. The 
authors, at the University of Sheffield, therefore studied 
tne renal circulation in patients with chronic pulmonary 
disease who were not in failure and the relationship 
between the onset of renal circulatory changes and con- 
gestive heart failure. 

The glomerular filtration rate, the renal plasma flow, 
and the renal blood flow were estimated in 22 patients. 
with chronic bronchitis, emphysema, bronchiectasis, or 
other chronic lung conditions who had never experienced 
congestive cardiac failure. The values were then com- 
pared with those obtained in 18 patients with chronic 
pulmonary disease who had recently recovered from 
heart failure. No significant difference between these 
two groups in the renal clearance values was revealed. 
On the other hand the renal circulation was found to be 
appreciably depressed in 26 patients with chronic pul- 
monary disease and congestive heart failure compared 
with the 18 patients who had recovered from heart 
failure. In 2 cases the onset of congestive heart failure 
was associated with a considerable reduction in the renal 
clearance values when these were compared with the 
values obtained 11 months and 2 years previously. In 10 
patients with chronic pulmonary disease and no evidence 
of cardiac failure renal clearance values remained 
almost constant over a period of 3 or more years. 
However, in 3 patients a transient deterioration in the 
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renal circulation was observed during an acute exacerba- 
tion of the respiratory condition. 

The alteration observed in the renal haemodynamics in 
chronic cor pulmonale is discussed and the literature is 
reviewed. The authors suggest that temporary episodes 
of renal ischaemia may occur in patients with chronic 
pulmonary disease and may, in fact, precede the onset of 
congestive heart failure. A, G. Freeman 


364. The Demonstration of Inoperability in Certain 
Cases of Pulmonary Neoplasm by Means of Angiocardio- 
graphy. (Dimostrazione angiocardiografica di inopera- 
bilita in alcuni casi di neoplasia del polmone) 

F. Soave and B. PosseNt!. Minerva chirurgica [Minerva 


chir. (Torino)| 11, 793-798, Sept. 15, 1956. 6 figs., 
9 refs. 


Angiocardiographic studies carried out at the Uni- 
versity Surgical Clinic, Genoa, on a series of 27 patients 
with lung cancer revealed in 7 cases evidence of a degree 
of distortion or obstruction of the main pulmonary 
arteries or the superior vena cava such as to render 
surgical removal of the lung impossible, this conclusion 
being later confirmed at thoracotomy. A lesser degree 
of compression or distortion observed in the lobar or 
peripheral branches of the pulmonary artery was noted 
in 9 further cases, all of which, however, it was possible 
to treat by pneumonectomy. 

The authors advise the performance of angiocardio- 
graphy in all cases of hilar or parahilar bronchial car- 
cinoma in which it is not possible to assess the operability 
by such means as bronchoscopy, bronchography, or 
tomography. C. A. Jackson 


365. Chronic Obstructive Pulmonary Emphysema: a 
Disease of Smokers 

F. C. Lowe.it, W. FRANKLIN, A. L. MICHELSON, and 
I. W. Scwuitier. Annals of Internal Medicine [Ann 
intern. Med.] 45, 268-274, Aug., 1956. 1 fig., 7 refs. 


As part of a study of chronic emphysema carried out 
at Boston University School of Medicine the authors 
investigated the smoking habits of 34 strictly selected 
patients (aged 50 to 81) suffering from emphysema 
which had started after the age of 40, and compared 
them with those of a control group of 49 unselected 
hospital patients, 27 men and 22 women, of comparable 
age. All the patients with emphysema smoked, whereas 
in the control group 4 of the men and 16 of the women 
were non-smokers. Further, the 28 male smokers with 
emphysema had smoked much more heavily and for 
longer than the 23 male smokers in the control group. 

After a consideration of the pulmonary signs in these 
patients, including a study of “expirograms”, the 
authors conclude that in emphysema the obstruction is 
in the smallest bronchioles and in asthma in the larger 
ones. This, they believe, can be explained by the smaller 
particle size of tobacco smoke as compared with that of 
pollens and other agents causing asthma. In their view 
tobacco smoke causes an irritative lesion throughout 
the bronchial tree and through its action on the smallest 
bronchioles plays an important part in the development 
of emphysema. A. Gordon Beckett 


366. Results in Patients Treated with the Coil Kidney 
(Disposable Dialyzing Unit) 

W. J. Korr, B. WATSCHINGER, and V. VerTES. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
151, 1433-1437, Aug. 11, 1956. 4 figs., 7 refs. 


From the Cleveland Clinic Foundation, Cleveland, 
Ohio, the authors describe a simple type of artificial 
kidney which consists essentially of a disposable dia- 
lysing unit in the form of a stationary coil of cellulose 
tubing 10 m. in length enclosed between “ fiberglas ” 
screens. The double apparatus, that is with a twin tube, 
holds 750 to 900 ml. ‘of blood and provides a dialysing 
area of some 18,000 sq. cm. (about 28 sq. ft.). A rate 
of blood flow of 200 ml. per minute is maintained by 
one pump at a pressure of 160 to 180 mm. Hg, and the 
rinsing fluid in the fiberglas screen is kept circulating 
by another pump at a rate of 3 litres per minute. In 
these conditions an urea clearance of 140 ml. per minute 
can be achieved. The whole apparatus, which is illus- 
trated, is supplied together with inflow and outflow 
tubes and their connexions in a sterilized, sealed can. 

The authors state that the results obtained with the 
coil kidney equal those obtained with other types of 
artificial kidney such as Kolff’s original design; yet 
the coil kidney is simpler in construction and much 
cheaper. The patient’s blood of course must be hepa- 
rinized, 120 to 180 mg. of heparin being used during the 
dialysing process, which may last for 6 to 8 hours. 
In all of the 8 patients treated for acute or chronic 
uraemia so far there was a significant fall in the blood 
urea concentration or the creatinine level, accompanied 
by a marked general improvement, 2 patients, who were 
suffering from acute uraemia, making a good recovery. 
The 6 others, some of whom were moribund at the 
beginning of the treatment, survived for periods varying 
from 2 weeks to over 4 months. Some minor draw- 
backs of the apparatus are discussed and some necessary 
precautions to be observed in carrying out the dialysis 
are pointed out. L. H. Worth 


367. The Nephropathy of Potassium Depletion. A 
Clinical and Pathological Entity 

A. S. RELMAN and W. B. ScHwartz. New England 
Journal of Medicine [New Engl. J. Med.] 255, 195-203, 
Aug. 2, 1956. 6 figs., 29 refs. 


Working at the Evans and Massachusetts Memorial 
Hospitals and the New England Center Hospital, Boston, 
the authors have studied the associated changes in renal 
function in 5 cases of chronic potassium depletion of 
alimentary origin. In 3 of the 5 they were able to 
compare the functional changes with the histological 
changes seen in biopsy specimens of renal tissue obtained 
before and after restoration of the potassium deficit. 

At the height of the potassium depletion it was 
observed that: (1) the kidneys maintained their ability 
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to conserve potassium effectively, urinary excretion 
ranging from 2 to 10 mEq. per day; (2) in spite of a 
diminished clearance of urea and creatinine, the blood 
non-protein nitrogen level was normal or only slightly 
elevated; (3) the kidneys were unable to concentrate 
the urine; (4) PAH clearance was reduced; and (5) the 
urine contained small amounts of albumin and casts in 
3 of the cases. 

Symptoms referable to the urinary system were present 
in only 2 cases—polyuria and polydipsia in one, nocturia 
and frequency in the other. Histological changes were 
confined almost exclusively to the renal tubules: there 
was non-specific degeneration of the epithelium in all 
3 cases examined, and one specimen also showed the 
distinctive vacuolization of the tubular epithelium which 
has been described in other cases of potassium deficiency. 
Restoration of the deficit by administration of potassium 
chloride resulted in some improvement in renal function 
after one month and a return to completely normal 
function after 2 to 3 months in 4 cases, the histo- 
logical abnormalities also disappearing. The authors 
summarize the functional and histological changes occur- 
ring in 8 cases of “* potassium-depletion nephropathy ” 
of extra-renal origin described in the literature between 
1947 and 1955, up to and including Conn’s first case of 
primary aldosteronism. They conclude that potassium- 
deficiency nephropathy is a distinct clinical and patho- 
logical entity, and emphasize that the renal changes may 
be reversible on restoration of the potassium deficit. 

Robert Mahler 


368. Clinical Aspects of Renal Vein Thrombosis - 

C. V. Harrison, M. D. MILNg, and R. E. STerNer. 
Quarterly Journal of Medicine (Quart. J. Med.| 25, 285- 
298, July, 1956. 13 figs., 28 refs. 


From their experience in 10 recent cases of renal vein 
thrombosis seen at Hammersmith Hospital (Post- 
graduate Medical School of London) and one case seen 
elsewhere the authors suggest that this condition may 
arise variously from: (1) thrombosis of the inferior vena 
cava (I.V.C.) with secondary involvement of the renal 
veins; (2) obstruction of the I.V.C. due to invasion by 
malignant neoplasm or to external pressure; (3) primary 
thrombosis of the renal veins; or (4) renal vein throm- 
bosis secondary to renal disease. They describe 6 cases 
of the last-named type which showed rapid clinical 
deterioration, oliguria, and uraemia. In 4 of these cases 
the thrombosis of renal veins was associated with renal 
amyloidosis, in one with subacute glomerular nephritis, 
and in one with malignant essential hypertension; in 
2 of the 6 cases the thrombosis spread to the I.V.C. 
Because of the frequent association of renal amyloidosis 
with thrombosis the authors recommend anticoagulant 
therapy in known cases of renal amyloidosis in which 
there is sudden oliguria and uraemia. 
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One of their patients, who had undergone right 
nephrectomy in childhood after injury involving the 
kidney, developed malignant hypertension at the age 
of 50. The presence of anastomotic abdominal veins 
and venographic evidence of obstruction of the I.V.C. 
suggested that renal vein thrombosis was the cause of 
the malignant hypertension. Of 2 cases in which 
obstruction was due to neoplasm, one was a case of 
| ypernephroma with thrombus obstructing both renal 
veins, and the other a case of bronchial neoplasm with 
the nephrotic syndrome and venographic evidence of 
venacaval obstruction. Of the remaining 2 cases, both 
of nephrotic syndrome, venacaval obstruction was con- 
firmed at necropsy in one and by venography in one. 

The authors attach special importance to diagnosis 
by means of inferior caval venography. ~ This is carried 
cut either by the superior route (a cardiac catheter 
passed via the brachial vein and right auricle) or by 
the inferior route (in which a needle is passed into the 
saphenous vein or a catheter into the iliac vein and 
thence to the I.V.C.). 

In all cases sensitivity to the opaque medium is 
excluded beforehand. During the injection the patient 
performs the Valsalva manceuvre or, if general anaes- 
tnesia is used, firm pressure is applied to the anaesthetic 
bag. K. G. Lowe 


269. The Association of Smoking with Cancer of the 
Urinary Bladder in Humans 


1 A. M. Livienrecp, M. L. Levin, and G. E. Moore. 
f A.M.A. Archives of Internal Medicine [A.M.A. Arch. 
" intern. Med.] 98, 129-135, Aug., 1956. 8 refs. 
s Mice given intra-oral applications of tobacco tar have 
y been reported to develop tumours of the bladder. An 
examination was therefore made of the clinical records 
cf all white patients with cancer of the bladder admitted 
to the Roswell Park Memorial Institute, Buffalo, New 
York, during the years 1945-55 to see whether an 
R. association with smoking could be demonstrated in man. 
a At this hospital a smoking history is part of the informa- 
tion obtained as a routine on the admission of all patients, 
— irrespective of the diagnosis. Consequently it was pos- 
“e sible to compare the smoking habits of 321 men and 
rs 118 women with cancer of the bladder with those of 
7 (1) 39 men and 110 women with benign bladder disease, 
ns (2) 337 men and 319 women with no detectable disease, 
al (3) 287 men with prostatic cancer and 776 women with 
by cancer of the breast, and (4) 306 men with cancer of the 
lung. 
a After making allowance for differences in the age 
med distribution of the groups it was found (1) that 85% of 
cal the men with cancer of the bladder smoked tobacco in 
sat one form or another compared with 78°% of those with 
or benign bladder disease, 71% of those with no disease, 
tis and 78° of those with prostatic cancer; (2) that. the 
. id proportions of cigarette smokers were 619%, 37%, 44%, 
Cc and 42% respectively; and (3) that 49% of the cigarette 
aie smokers with cancer of the bladder had smoked for 30 
ant | ©' More years compared with 36% of those with no 
i ch § ‘isease or with prostatic cancer. However, the pro- 


portions of smokers, cigarette smokers, and long-term 
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smokers among men with lung cancer (92%, 83°%, and 
75% respectively) were higher in each case than among 


men with cancer of the bladder. No significant dif- 
ferences in smoking habits were found between the 
women with cancer of the bladder and those in the other 
categories. 

In the authors’ view their findings in men suggest a 
cause-and-effect relationship between tobacco smoking 
and cancer of the bladder; they attribute their failure 
to find a similar relationship among women to the fact 
that few of the women examined had smoked for as 
long as 30 years. Richard Doll 
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370. Observations on the Pathogenesis, Course and 
Treatment of Nonobstructive Pyelonephritis , 

H. D. BRAINERD and L. M. Cecit. Annals of Internal 
Medicine [Ann, intern. Med.| 45, 232-241, Aug., 1956. 
4 figs., 16 refs. 


The authors discuss the aetiology, course, treatment, 
and sequelae of pyelonephritis in the absence of obstruc- 
tion in the urinary tract, and describe their observations 
on experimentally produced pyelonephritis in rabbits in 
this study reported from the University of California 
School of Medicine, San Francisco. The renal lesion, 
which was produced by kinking one ureter before injec- 
ting the infecting organism into an ear vein and then 
releasing the obstruction, was usually unilateral. 

' They state that from 78 to 94% of human cases of 
pyelonephritis are due to organisms “of the coli= 
aerogenes group”, the remainder to enterococci and 
staphylococci. Other organisms, such as Proteus 
vulgaris and Pseudomonas aeruginosa may occur in 
cases complicated by obstruction, after instrumentation, 
or in cases recurring after unsuccessful chemotherapy. 
They consider that infection of the kidney by direct 
extension from neighbouring structures is rare. They 
were unable to produce it experimentally in rabbits by 
either the ascending or lymphatic route, but suggest that 
the former route is important when there is obstruction 
of the lower urinary tract. They conclude that haemato- 
genous infection is probably the commonest cause. 
The experiments on rabbits showed that different organ- 
isms vary in their ability to infect the kidney. Thus 
Escherichia coli consistently produced a unilateral lesion, 
pneumococci and staphylococci caused septicaemia and 
bilateral renal involvement, Streptococcus viridans gave 
rise to pyelonephritis only occasionally, while the effect 
of Str. faecalis was extremely variable. The authors 
suggest that the two predisposing factors for haemato- 
genous infection are bacterial embolism and vascular 
stasis in the kidney. 

In the experimentally infected rabbits, as in man, 
spontaneous remission was common in 2 to 4 weeks. 
Healing in some cases, however, was accompanied by 
scarring and in others inflammatory vascular lesions pro- 
gressed to hyperplastic arteriosclerosis and hypertension. 
Recurrent attacks, the second important complication, 
although relatively common in man, occurred in only 
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one out of 18 rabbits. Relapses may be due to the 
initially infecting organism or to others introduced, for 
example, during catheterization or other instrumentation, 
and such bacteria are commonly highly resistant to 
chemotherapy. Although it is true that only a small 
proportion of patients develop chronic pyelonephritis 
after an acute attack, yet the chronic stage may be silent 
until it manifests itself in the terminal phases of uraemia 
or malignant hypertension. Pyuria is absent during the 
chronic stage, but bacilluria is usual. 

The authors suggest that bactericidal drugs are more 
likely to prevent recurrences and their long-term effects 
than are bacteriostatic drugs. Thus streptomycin was 
more effective in rabbits than oxytetracycline. Most 
bactericidal agents are potentially toxic, but even poly- 
myxin and neomycin may be used with care. Entero- 
coccal infections may respond to a combination of peni- 
cillin and streptomycin. Prolonged treatment with the 
most suitable drug is suggested as the safest form of 
therapy in chronic pyelonephritis. L. Capper 


371. Urinary Tract Infections Caused by Antibiotic- 
resistant Coliform Bacilli 

W. M. M. Kirsy, D. O. Corpron, and D. C. TANNER. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 162, 1-4, Sept. 1, 1956. 2 figs., 10 refs. 


372. Treatment of Nephrotic Syndrome with Cation- 
exchange Resins and High-protein Low-sodium Diet 

M. L. RoseNHEIM and A. G. SPENCER. Lancet [Lancet] 
2, 313-319, Aug. 18, 1956. 9 figs., 27 refs. 


Details are given of the use of ion-exchange resins in 
association with diet in the treatment, at University 
College Hospital, London, of 13 patients with a nephrotic 
syndrome, 8 of them having Ellis’s Type-II nephritis, 
while in the remaining 5 cases other aetiological factors 
were probably responsible. “‘ Katonium”’, a cation- 


exchange resin of which 75% is in the ammonium and | 


25% in the potassium phase, was given in doses of 15 g. 
4 times daily except at week-ends, when the patient was 
given extra potassium in the form of 3 g. of the citrate 
daily. This was combined with a high-protein, low-salt 
diet. Treatment was interrupted only if the serum 
potassium level fell below 3-6 m.Eq. per litre, if the 
bicarbonate level fell below 15 m.Eq. per litre, or if the 
blood urea level rose above 75 mg. per 100 ml. The 
diet contained 2,500 to 3,000 Calories, with 120 to 180 g. 
protein and less than 2 g. of sodium chloride. A daily 
laxative (non-mineral and non-oily) was necessary. The 
duration of treatment ranged from 6 weeks to 20 months. 
The resin exchanges its ammonium and some of its 
potassium ions for sodium in the small intestine, though 
most of this sodium is exchanged for potassium in the 
colon. The ammonium ions are absorbed and con- 
verted into urea and hydrogen ions, and the resulting 
acidosis causes further loss of sodium in the urine. 

Loss of oedema resulted from this treatment in all 
13 cases, and in 6 of them the plasma albumin content 
rose and proteinuria disappeared with apparent remission 
of the disorder, the patients reverting to normal diet and 
remaining free from oedema for 9 months to 4 years. 
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This is more than could be expected from the reported 
spontaneous remission rate of about 10%. 
was not used in treatment except where there was evidence 
of progressive renal damage. Frequent biochemical 
control was needed early in treatment, but once the 
regimen was established, monthly observation seemed 
to be sufficient. J. McMichael 


373. The Nephrotic Syndrome 
M. H. Roscoe. Quarterly Journal of Medicine [Quart. 
J. Med.) 25, 353-376, July, 1956. 2 figs., 39 refs. 


The nephrotic syndrome is characterized by generalized 
oedema, proteinuria, hypo-albuminaemia, and hyper- 
cholesterolaemia. Most cases are due to nephritis of 
Ellis’s Type II; but there are also cases of Type-I 
nephritis in which the features of the nephrotic syn- 
drome develop rapidly, while a few cases can be 
ascribed to amyloidosis, polyarteritis nodosa, renal vein 
thrombosis, systemic lupus erythematosus, or diabetic 
nephrosclerosis. In the present paper from Manchester 
University the author describes the course of the disease 
in 40 patients (aged 7 to 67 years), most of whom were 
seen before steroid treatment was adopted, and the effect 
of such treatment on those who received it. 

In 5 cases there was remission following one attack in 
which there was no hypertension or azotaemia; these 
5 patients were followed up for periods varying from 
15 months to 7 years. Rapid deterioration was observed 
from the onset of symptoms in 13 cases, death from 
cardiac or renal failure occurring in all 13 within 2 years. 
There was hypertension or azotaemia early in the disease 
in these cases, and moderately severe hypertension ter- 
minally. In 22 patients the syndrome persisted for 2 to 
29 years: 12 had only mild oedema and were symptom- 
free for long periods, but 5 of these died following short 
exacerbations; the 10 patients with severe oedema 
tended to have frequent exacerbations, often following 
respiratory infections, 2 dying. Pregnancy occurring 
after the onset of the nephrotic syndrome was followed 
in one patient by a remission, in another by a prolonged 
course, and in a third by death. In general, the heaviest 
proteinuria was associated with a low serum albumin 


level, a high blood cholesterol concentration, and the 


most severe oedema. 

Subsequently 8 patients were given short courses of 
ACTH or cortisone. In 5 cases a major diuresis occurred 
during treatment or a few days afterwards, and all 
oedema disappeared; one patient had a slight diuresis 
and 2 showed no response. Diuresis was usually fol- 
lowed by a decrease in the protein loss in the urine and 
a proportionate increase in the plasma protein level. 
Mercurial diuretics resulted in slower diuresis and no 
diminution in proteinuria. 

The author states that in long-standing cases steroid 
therapy appears unlikely to produce cure. In 4 patients 
with a history of short duration who were given ACTH 
or cortisone in hospital and prolonged courses of cor- 
tisone at home, oedema recurred—in 2 cases in spite 
of the restoration of a normal serum albumin level. 
The effects of steroid therapy do not, therefore, appear 
to be permanent. T. B. Begg 
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THYROID GLAND 


‘74. Aetiology of Graves’s Disease in Relation to Recent 
xperimental Findings 


-5. W. Harris and J. W. Woops. British Medical 
ournal (Brit. med. J.| 2, 737-739, Sept. 29, 1956. 43 refs. 


Many authors have drawn attention to the apparent 
elationship between emotional trauma and the develop- 
nent of thyrotoxicosis. In a series _of experiments 
-arried out on unanaesthetized and unrestrained rabbits 
-t the Maudsley Hospital, London, the present authors 
‘ave examined this relationship by means of prolonged 
eriods (usually 48 hours) of electrical stimulation applied 
9 various parts of the hypothalamus and pituitary gland, 
sing the method of remote control described by de 
iroot and Harris (J. Physiol. (Lond.), 1950, 111, 335; 
‘bstracts of World Medicine, 1951, 9, 351). Thyroid 
| inction was estimated by the radioactive iodine (131]) 
cutput method. 

In 35 experiments on 22 intact rabbits thyroid activity 
iacreased in only 2 cases, while in 22 it was inhibited. 
in view of the large amount of clinical and experimental 
.vidence suggesting an antagonism between the adrenal 
.nd thyroid glands the authors carried out further experi- 
i.ents with the same techniques, but on this occasion 
\ ith adrenalectomized rabbits. - A “‘ marked and con- 
< stent ” increase in thyroid activity was observed in 20 
«xperiments on 10 animals, whereas the same procedure 
t-efore adrenalectomy had caused inhibition in 10 experi- 
ments and no change in thyroid activity in 5. 

On measurement of plasma radioactivity it was noted 
tiat increased thyroid activity could occur even in the 
rresence of high blood concentrations of thyroid hor- 
mone. D. G. Adamson 


375. Clinical Tests of Thyroid Function 
R. Fraser. Lancet [Lancet] 2, 581-586, Sept. 22, 1956. 
10 figs., 35 refs. 


Experience during the past 5 years of the three main 
methods of assessing total thyroid function—namely, 
estimation of the basal metabolic rate (B.M.R.), the 
radioactive iodine (131]) uptake of the thyroid gland, and 
the plasma protein-bound iodine level—is reported from 
the Postgraduate Medical School of London. Discussing 
the relative sensitivity of these methods the author states 
that the B.M.R. is the best index of the severity of 
thyroid dysfunction, but that there is some overlapping 
of the myxoedematous, normal, and thyrotoxic ranges 
of values. The -131I uptake of-the thyroid gland dis- 
tinguishes the thyrotoxic group from the normal, while 
the plasma protein-bound iodine level is the most 
useful index in cases of suspected mild myxoedema. 
The limitations of these procedures are discussed, and 
certain modifications are suggested to overcome, for 
example, the nervousness of the patient and the effects of 
recent administration of drugs or thyroid extract. 


The author concludes that the thyroid function of 
most patients can be assessed reliably by these pro- 
cedures, provided they are properly carried out and 
interpreted. 

[The data in this paper are too extensive to compress 
adequately into a short abstract. The original paper 
should be consulted for details. ] Norval Taylor 


376. The Significance of the Thyrotrophic Function 
of the Hypophysis in Pathogenesis of Thyrotoxicosis. 
(K sompocy 0 THPeOTpONHOH dyHKUMH runo- 
dbusa B MaToreHese THPCOTOKCHKO3A) 

Y.E. Livercant. /7po6semui u Popmo- 
Homepanuu [Probl. Endokr. Gormonoter.]2, 32-41, No. 4, 
July—Aug., 1956. 4 figs., 12 refs. 


At the Ukrainian Institute of Experimental Endo- 
crinology, Kharkov, the author has determined the 
amount of thyroid stimulating hormone (T.S.H.) in the 
blood of 10 euthyroid subjects and 52 thyrotoxic patients, 
of whom 46 were females and 6 males. The thyrotoxi- 
cosis was severe in 22 cases, moderate in 24, and mild 
in 6. The thyrotrophic hormone in the blood was 
separated chemically in accordance with the method of 
Fellinger (Wien. Arch. inn. Med., 1936, 29, 375). The 
extract was then injected subcutaneously into guinea- 
pigs daily for 3 days, and 24 hours after the last injection 
the animals were killed, the thyroid glands fixed in 
Zenker’s solution with formalin, and in sections stained 
by the Azan method the heights of 4 cells of the cuboidal 
epithelium in 62 separate follicles were measured. The 
mean cell height so obtained was then compared with 
that found in the thyroid glands of untreated guinea- 
pigs, the increase in height of the cells in the treated 
animals, expressed as a percentage of the mean height 
of control cells, being used as the measure of T.S.H. 
activity. 

In the 10 normal subjects the mean T.S.H. activity of 
the blood was +31% (range +24 to +36%). In the 
patients with thyrotoxicosis the T.S.H. activity varied 
widely, from —8 to +56°%, and no apparent correlation 
could be established between the T.S.H. level in the 
blood and the length or the severity of the illness, 
previous antithyroid therapy, or the size of the goitre. 
However, there was good correlation between the blood 
level of T.S.H. and the presence and degree of exoph- 
thalmos. Histological examination of thyroid glands 
removed from some of the patients at operation showed 
a tendency to colloid storage in those from patients with 
exophthalmos and a raised blood T.S.H. level, while 
such colloid storage was absent in those without exoph- 
thalmos and with a low T.S.H. level. Accepting the 
thesis that thyrotoxicosis always results from a disturb- 
ance of function of the central nervous system, the author 
therefore suggests, on the basis of the present findings, 
that in one type of case the pathogenic nervous impulses 
stimulate the activity of the hypophysis, with a resultant 
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increase in T.S.H. output, and that in these cases the 
storing of colloid in the thyroid follicles represents a 
defence mechanism. In the second type of case the 
pathogenic impulses reach the thyroid gland directly 
along the nervous pathways, so that in these cases the 
defence reaction takes the form of a depression of the 
hypophysis, with a consequent fall in the T.S.H. level in 
the blood. Marcel Malden 


377. The Functional State of the Thyroid Gland in 
Cases of Cardiovascular Insufficiency. (@yHKuHoHambHoe 
COCTOAHHE LUMTOBHAHOH MPH 
HepoctaTouHocTH (Ilo papgHo- 
AKTHBHOrO Homa) 

E. V. Sut’e. DHOoxpunoaoeuu u Topmono- 
mepanuu [Probl. Endokr. Gormonoter.] 2, 27-31, No. 4, 
July—Aug., 1956. 1 fig., 13 refs. 

Thyroid function in 55 healthy subjects and in 120 
patients with heart disease was studied at the Institute 
of Therapeutics (Academy of Medical Sciences), Moscow, 
by determining the uptake of radioactive iodine (!3!I) 
by the thyroid gland. The isotope was given in doses 
of 1 to 2 millicuries and the radioactivity over the 
gland was measured 2, 4, and 24 hours thereafter; the 
uptake is expressed as the percentage of the dose 
given. Of the 120 patients, 23 had mitral insufficiency, 
75 mitral stenosis and regurgitation, 6 aortic regurgita- 
tion, 11 aortic stenosis and regurgitation, and 5 mitral 
stenosis with tricuspid incompetence. In 96 cases there 
was a history of rheumatism. 

In 44 (80°) of the healthy subjects the 24-hour uptake 
of 131] was between 15 and 25%. In 40 patients with a 
mild degree of cardiovascular insufficiency the mean 
24-hour uptake was 19°%, in 40 with a moderate degree 
of insufficiency it was 14-4°%, and in 40 with severe 
cardiac decompensation it was only 12:5%. These 
results appear to suggest that as the degree of cardiac 
decompensation increases, the uptake of iodine by the 
thyroid gland diminishes. Repetition of the studies 
after treatment showed that the !3'I uptake returned 
to normal only in those cases in which manifestations of 
cardiac insufficiency had disappeared. In the author’s 
opinion there are no adequate grounds for the per- 
formance of thyroidectomy as a therapeutic measure in 
cases of cardiac failure. He agrees with the view of 
other workers in this field that the thyroid hypofunction 
may be regarded as a defence reaction against the rise 
in the basal metabolic rate which occurs in some cases 
of cardiac decompensation. Marcel Malden 


378. Effects of 3:5:3’ .-Triiodothyronine in Patients 
with Metabolic Insufficiency. Preliminary Report 

C. R. Tittie. Journal of the American Medical Asso- 
ciation [J. Amer. med. Ass.] 162, 271-274, Sept. 22, 1956. 
1 fig., 17 refs. : 

At the University of Pennsylvania, Philadelphia, the 
author has studied the effects of the oral administration 
of L-triiodothyronine to 5 female and 3 male patients 
aged 22 to 55 suffering from “* metabolic insufficiency ”’. 


The diagnosis of this condition was based on the presence ~ 


of chronic fatiguability, muscle and joint pains, sen- 
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sitivity to cold, constipation, obesity, and facial puffiness 
not attributable to known disorders and associated with 
a lowered basal metabolic rate (B.M.R.) in patients with 
normal serum cholesterol and protein-bound iodine 
levels. In the 8 cases described there had been no 
response to desiccated thyroid administered over periods 
ranging from 6 months to 5 years. The B.M.R. varied 
between —28 and —36%. L-Triiodothyronine was 
given in doses up to 100 yg. per day. [There was no 
control group and the double-blind technique was not 
used. ] 

In 6 of the 8 patients the purely subjective symptoms 
of fatigue and muscle pain disappeared and the other 
clinical features detailed above also “‘ subsided or dis- 
appeared’. The only objective measurement made both 
before and after therapy was the B.M.R., which was 
increased by an average of 18% although the absolute 
value remained subnormal. 

[While the author’s conclusion that “ L-triiodothyro- 
nine is a rapid and effective metabolic stimulant” is 
acceptable, his criteria for diagnosing the nebulous 
condition of “‘ metabolic insufficiency ” and his method 
of carrying out the trial might meet with criticism from 
those accustomed to more stringency in diagnosis and 
in performing clinical trials.] J. Warwick Buckler 


379. Treatment of Thyrotoxicosis with Radioactive 
Iodine (1!31) 

K. D. W. P. Ho7man, and W. E. 
Medical Journal of Australia (Med. J. Aust.| 2, 701-710, 
Nov. 10, 1956. 11 refs. 


380. The Significance of the Fluorine Content of 
Drinking Water in the Development of Endemic Goitre. 
dTopa BO, B Pa3sBHTHH SHIEMHYe- 
cKoro 306a) 

S. N. and R. M. ZASLAVSKAYA. /7pod/emot 
Sxdoxpunonozuu u Topmoxomepanuu [Probl. Endokr. 
Gormonoter.}| 2, 70-75, No. 4, July-Aug., 1956. 11 refs. 


At the Erisman State Institute for Research in Sanita- 
tion, Moscow, the authors have determined the fluorine 
and iodine content of the drinking water in areas free 
from goitre, in known areas of endemic goitre, and also 
in areas where the water fluorine content was suspected 
to be high. 

In non-endemic areas the iodine content of the water 
ranged from 9-3 to 24-8 yg. per litre. In the regions of 
endemic goitre the majority of samples contained nil to 
4 ug. of iodine and 0-02 to 0-6 mg. of fluorine per litre, 
the fluorine:iodine ratio in the drinking water in these 
areas varying from 10 to 666, and falling below 30 only. 
when the content of both fluorine and iodine was low. 

In areas where the water contained large amounts of 
fluorine (2 to 5 mg. per litre) the iodine content was also 
increased (5-8 to 30-6 yg. per litre), but the fluorine: 
iodine ratio was about the same as in areas of endemic 
goitre. Thus neither a high fluorine content nor a high 
fluorine: iodine ratio was associated with the presence of 
endemic goitre. In general a high fluorine and a low 
iodine content was found only in waters obtained from 
deep underground sources. In one town where such 
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water was used for drinking and where water from surface 
sources contained optimal amounts of iodine there was 
no endemic goitre. 

The results of these investigations therefore provide 
no support for the view held by some workers that a 
high fluorine content in the drinking water causing 
* relative iodine deficiency ’’ plays a part in the causation 
of endemic goitre. Marcel Malden ~ 
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581. The Interrelationships between Addison’s Disease 
and Active Tuberculosis: a Review of 125 Cases of 
Addison’s Disease 

‘. P. SANFoRD and C. B. Favour. Aanals of Internal 
Vedicine [Ann. intern. Med.| 45, 56-72, July, 1956. 
Hibliography. 


.The interrelationships between adrenal insufficiency 
end active tuberculosis have been studied in a series of 
natients with Addison’s disease. Eighteen patients are 
-eported who had active clinical tuberculosis at a time 
when adrenal insufficiency was present. Clinical and 
‘aboratory methods for establishing the cause of adrenal 
‘asufficiency have been found to have many limitations. 
‘he most useful of these findings are adrenal calcification, 
which is suggestive of a tuberculous etiology, and non- 
reactivity to tuberculin, which is suggestive of idiopathic 
.drenal atrophy. Hormonal replacement therapy for 
adrenal insufficiency is essential for the management of 
Addison’s disease with or without active tuberculosis. 
Doses of cortisone which are required to maintain 
normonal balance did not cause a spread of tuberculosis 
in the patients of this study. 

Active tuberculosis in the presence of adrenal insuffi- 
ciency shows tendencies toward chronicity and relapse 
similar to those which characterize tuberculosis in persons 
without Addison’s disease. Antituberculous therapy 
should be based on the same medical and surgical 
principles which are applicable to individuals who do 
not have concomitant adrenal insufficiency. Ina patient 
with known adrenal insufficiency, the appearance of 
increased symptoms, increased hormonal requirements, 
tachycardia, fever, leukocytosis with a relative lympho- 
penia, and an elevated erythrocyte sedimentation rate 
should suggest the presence of either active tuberculosis 
or some similar chronic infection.—[Authors’ summary. ] 


|. 


382. Adrenal Influences on the Stomach: Peptic Ulcer 
in Addison’s Disease during Adrenal Steroid Therapy 


tre, # S.J. Gray, C. G. Ramsey, and G. W. THoRN. Annals 
ese of Internal Medicine [Ann. intern. Med.] 45, 73-87, July, 
nly 1956. 4 figs., 33 refs. 

. It has been shown that secretion of pepsin and gastric 
also acid is increased when there is hyperactivity of the adrenal 
ine! cortex and reduced in Addison’s disease. In studies of 
nid the influence of adrenal activity on the stomach carried 
nigh out at the Peter Bent Brigham Hospital and Harvard 


Medical School, Boston, the daily urinary excretion of 
uropepsin was used as a quantitative index of gastric 
secretory function. A unit of uropepsin activity was 
arbitrarily defined as the amount which, during 30 
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minutes of incubation at 37°C. in the standard assay, 
released 0-04 mg. of tyrosine-like substances. The mean 
24-hour uropepsin excretion in 265 healthy subjects was 
3,670 units, in 205 patients with active duodenal ulcer 
it was 8,470 units, and in 90 patients with gastric ulcer 
it was 5,670 units. However, in 12 patients with 
Addison’s disease given deoxycortone acetate alone the 
mean 24-hour output of uropepsin was 540 units; this 
represented an 85°%% reduction from the normal mean 
excretion and was paralleled by a 75° reduction in 
17-ketosteroid excretion. In 11 patients with Addison’s 
disease receiving 12-5 to 50 mg. of cortisone daily the 
uropepsin excretion was normal. Similar doses of gluco- 
corticoid in the healthy individual produced a much 
smaller increase in the excretion of uropepsin; to obtain 
a similar increase in excretion in healthy individuals, 
daily doses of the order of 200 to 300 mg. of gluco- 
corticoid were necessary. The uropepsin excretion of 
patients with Cushing’s disease was 100% above the 
normal, while in patients subjected to bilateral adrenal- 
ectomy it fell immediately after the operation, rose to 
about 8,000 units during administration of high doses 
of cortisone, and subsequently fell to and remained 
within normal limits when a basic maintenance dose of 
cortisone had been established. Peptic ulcer developed 
or there was symptomatic exacerbation of a previously 
existing ulcer in 7 patients with Addison’s disease who 
were receiving maintenance doses of cortisone. The 
authors suggest that antacid therapy may be indicated 
for patients with Addison’s disease maintained on long- 
term glucocorticoid therapy. P. A. Nasmyth 


383. Effect of Cortisone on the Defence Mechanisms of 
the Body ; 

T. NicoL, R. S. SNELL, and D. L. J. Bitpey. British 
Medical Journal (Brit. med. J.| 2, 800-801, Oct. 6, 1956. 
6 figs., 16 refs. 


There is a good deal of clinical evidence that cortisone 
in very large doses depresses the bodily defences against 
infection. In an investigation carried out at King’s 
College, University of London, into the mechanism of 
this depression guinea-pigs were injected intramuscularly 
with 5, 10, or 25 mg. of cortisone acetate daily for 1, 2, 
3, or 4 weeks. These doses were calculated to be, weight 
for weight, much higher than those given clinically. 
[However, the authors did not take into account the 
unusual size and activity of the guinea-pig’s adrenal 
cortex—an adrenalectomized guinea-pig may need as 
much as 12-5 mg. of cortisone acetate a day by mouth 
to keep it alive. Since the authors gave their injections 
intramuscularly it is probable that their animals were 
overdosed, though not to the extent that they assume.] 

The effects of this treatment on phagocytic activity in 
the reticulo-endothelial system, on the total and dif- 
ferential leucocyte counts, and on the gamma-globulin 
level in the serum were studied, and the findings are 
summarized [with very few exact data]. To determine 
the first of these effects trypan blue was injected daily 
for 6 days before the animals were killed and the intensity 
of vital staining judged from the number of dye granules 
seen within the cells of spleen, liver, and lymph nodes, 
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During the first 2 weeks of treatment phagocytic activity 
was depressed, many of the animals died, and the lymph 
nodes and spleen were reduced in size. Phagocytic 
activity recovered during the 3rd and 4th weeks of treat- 
ment, mortality was low, and the lymph nodes showed 
signs of hypertrophy. Similarly during the first 2 weeks 
of treatment the total leucocyte count was halved owing 
to a reduction in number of both lymphocytes and 
granulocytes, and the serum gamma-globulin concentra- 
tion was reduced to about one-half the normal value. 
During the second 2 weeks the total leucocyte count 
returned to normal, though the lymphocyte count was 
still about one-quarter of the normal and the serum 
gamma-globulin concentration remained depressed. 

It is suggested that the dangers of intercurrent infection 


are likely to be greatest during the early stages of clinical 


treatment with cortisone in large doses, and antibiotics 
should perhaps be given as well during this time. It is 
also suggested that cortisone should, whenever possible, 
be given locally rather than systemically. 

Peter C. Williams 


384. Observations of Human Adrenal Cortical De- 
ficiency. With Special Reference to Replacement Therapy 
with Cortisone 

A. G. Hits, H. A. ZinteL, and D. W. Parsons. 
American Journal of Medicine [Amer. J. Med.] 21, 358- 
379, Sept., 1956. 6 figs., bibliography. 


The authors present their observations on adreno- 
cortical deficiency as seen in 44 patients, of whom 17 had 
undergone total and 27 subtotal adrenalectomy for 
hypertensive disease, at the University of Pennsylvania 
Hospital, Philadelphia, and compare them with those in 
9 cases of spontaneous Addison’s disease. In the per- 
formance of subtotal adrenalectomy about 5% of one 
adrenal gland was left. Replacement therapy consisted 
in the oral administration of cortisone, in some cases 
supplemented with deoxycortone, and a normal salt 
intake. Residual adrenocortical function was assessed 
in several ways. The minimum hormone requirement, 
as determined by the level at which clinical signs of 
insufficiency developed, was greater after total than after 
subtotal adrenalectomy, and if no maintenance therapy 
was: found to be necessary either regrowth of residual 
adrenal tissue or the presence of accessory tissue could 
be assumed. The addition of deoxycortone seemed to 
have little effect in some cases, but in others enabled the 
maintenance dose of cortisone to be considerably reduced. 


The stimulating effect of corticotrophin (ACTH) was also’ 


studied. The authors found that a reduction in the 
circulating eosinophil count of even 65°% was not a good 
index of adrenal response, and the urinary level of 17- 
ketosteroid excretion could also be misleading. How- 
ever, the latter estimation and that of total urinary 
neutral reducing lipids after hydrolysis of the urine with 
f-glucuronidase were more reliable than the determina- 
tion of urinary reducing lipids after acid hydrolysis. 
Skin pigmentation was less frequent in adrenalec- 


tomized patients than in those with spontaneous Addi- - 


son’s disease, probably because in the former replacement 
therapy had been given from the start, without a period 


of chronic adrenal insufficiency intervening. The glucose 
tolerance test often gave abnormal results, showing both 
increased and reduced tolerance even in patients who, 


from clinical appearances, were apparently receiving 


adequate steroid therapy. Of 15 totally adrenalec- 
tomized patients, 3 showed diabetic blood sugar curves 
and one developed frank diabetes mellitus later; the 
reasons why cortisone in such patients may be particulary 
diabetogenic are discussed. On the other hand “ hypo- 
glycaemia unresponsiveness” was more common. The 
water-excretion test of Kepler also gave evidence of 
adrenal insufficiency in all cases, in spite of clinically 


‘adequate steroid replacement therapy. Excessive weight 


gain was noted to be a sign of cortisone overdosage in 
some cases, and was due to obesity following excessive 
food intake as a result of markedly increased appetite. 
The question of adrenal regeneration is discussed at 
length and it is concluded that probably as little as 
2 to 3% of the total adrenal tissue may secrete half the 
basal hormone requirement in the absence of stress. 
But even with clinically adequate maintenance treatment, 
signs of adrenal insufficiency can still be detected by 
laboratory tests, and the authors conclude that there is 
no really physiological dose of cortisone. No difference 
appears to exist between the adrenal insufficiency of 
spontaneous Addison’s disease and that which results 
from adrenalectomy. Kenneth Gurling 


385. Dual Mechanism Regulating Adrenocortical Func- 
tion in Man 

G. W. Lippie, L. E. DuNCAN, and F. C. BARTTER. 
American Journal of Medicine [Amer. J. Med.] 21, 380- 
386, Sept., 1956. 12 figs., 22 refs. 


The aim of these studies was to determine whether 
the production of aldosterone-like steroids by the adrenal 
cortex is necessarily associated with production of 
hydrocortisone-like steroids, whether exogenous ACTH 
increases the production of aldosterone, and lastly 
whether this production is diminished by. suppression 
of endogenous ACTH. They were carried out at the 
National Heart Institute, Bethesda, Maryland, on 23 
subjects, including 10 healthy adults, 7 patients with 
heart failure, 3 with cirrhosis, and one each with 
nephrosis, hypopituitarism, and amyloidosis, in whom 
the effects of low- and high-sodium diets and of ACTH 
administration were studied with reference to urinary 
excretion of 17-hydroxycorticoids and aldosterone. 

In all subjects sodium restriction led to increased 
aldosterone output, while an abrupt change from a low 
to a high sodium intake (over 100 mEq. a day) resulted 
in a fall in aldosterone excretion; hydroxycorticoid 
excretion was not affected. In patients with oedema 
due to congestive heart failure or other cause hydroxy- 
corticoid excretion was normal, but the urinary aldo- 
sterone level was raised. ACTH given intramuscularly 
or intravenously, whether the subject was receiving a 
high- or low-sodium diet, produced a tenfold rise in 
hydroxycorticoid excretion and a twofold rise in that of 
aldosterone. The increase in aldosterone excretion was 
of brief duration, however, lasting for only 2 to 4 days 
even during continuous stimulation with ACTH, and 
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aldosterone excretion eventually fell below the initial 
level, probably because of excess production of sodium- 
retaining corticoids at the same time. Administration of 
suppressive doses of cortisone (of the order of 200 mg.a 
day) did not depress aldosterone output, suggesting that 
‘ts liberation is not mediated by ACTH and indicating 
‘hat excess of sodium is a more potent inhibitor. 

Although the patient with hypopituitarism showed 
‘educed hydroxycorticoid excretion and a slow response 
-o ACTH, there was no impairment of aldosterone 
-xcretion and sodium conservation was normal. Thus 
ildosterone secretion appears to be controlled by various 
actors, including loss of extracellular fluid, potassium 
oading, diseases such as congestive heart failure, and, 
.o a small extent, ACTH. This is not the case with 
-ortisone derivatives. The authors conclude that the 
‘ unitarian ’’ hypothesis of the sole control of adreno- 
‘ortical function by pituitary adrenocorticotrophic hor- 
none is untenable and that a dual mechanism involving 
he anterior pituitary gland and changes in body fluid 
ind electrolyte content must be assumed, the latter 
changes having little or no effect on the secretion of 
i:ydrocortisone. 

[Details of the steroid ‘levels are not given in the 
ext, but are indicated in the figures accompanying the 
saper.] Kenneth Gurling 


GENITAL GLANDS 


:86. The Use of Androgens in the Female 
G. I. M. Swyer. Lancet [Lancet] 2, 433-437, Sept. 1, 
956. 8 figs., 5 refs. 


This paper from University College Hospital, scutes 
-eports the results achieved with oral preparations of 
ondrogens in the treatment of 83 cases of various dis- 
orders in the female. The ideal androgen for such cases 
vould be one with the greatest oestrogen antagonistic or 
-ynergistic properties and maximum nitrogen-anabolic 
cffect combined with the least virilizing effect. The 
»reparations selected for test were methyl testosterone, 
methyl androstanediol, and androstalone (methyl andro- 
stane-3-one-17-ol). 

In 32 patients with regular menorrhagia (excluding 
cases of emotional origin) the condition responded in 
some instances to androgens alone, but better results 
were obtained by combining methyl testosterone or 
androstalone with ethisterone. Androgens had a 
favourable effect in patients with dysmenorrhoea (5 
cases) and fibrocystic mastopathy (7 cases), but there was 
no significant benefit in 12 patients with irregular uterine 
bleeding. Climacteric symptoms (7 cases) usually re- 
sponded better to oestrogens alone than to androgen-— 
oestrogen mixtures. Deficiency of libido (5 cases) was 
benefited at least temporarily by androgen therapy in 
some subjects, but not in all. 

The result of androgen administration to 6 patients 
with anorexia nervosa and other conditions of emacia- 
tion was quite encouraging, the gain in weight probably 
resulting from increased nitrogen anabolism and not 
merely from retention of fluid. The effect of androgens 


(given either alone or with thyroid hormone) in the 
promotion of growth ih 9 undersized girls aged 5 to 164 
was variable; they were of considetable value in some 
cases. It has been argued that although androgen 
therapy promotes growth, it also hastens epiphysial 
closure, so that no over-all benefit is gained, but this 
was not the present author’s experience in a small number 
of cases. 

He points out in conclusion that a careful watch must 
be kept for undesirable side-effects during androgen 
therapy in the female, but that it is reassuring to note 
that the menarche and conception can take place while 
patients are receiving this treatment. 

Nancy Gough 


DIABETES MELLITUS 


387. Blood Pyruvate and «-Ketoglutarate in Normal and 
Diabetic Subjects 

M. J. H. Smita and K. W. Tayvor. British Medical 
Journal (Brit. med. J.| 2, 1035-1038, Nov. 3, 1956. 
1 fig., 22 refs. 


Determination of the blood pyruvate and a-keto- 
glutarate levels 3 or more hours after a meal in 12 normal 
subjects and 16 diabetic patients at King’s College 
Hospital, London, showed no significant difference be- 
tween them. However, when 13 of the diabetic patients 
were divided on clinical grounds into “ obese” (6 
patients) and “thin” (7 patients), then the resting 
pyruvate levels in those in the obese group were shown 
to be significantly higher than in the normal subjects. — 
The blood a-ketoglutarate and pyruvate values were 
then investigated one, 2, and 3 hours after the oral 
administration of glucose. The normal subjects and 
obese diabetic patients showed a significant rise in 
the pyruvate level one to 2 hours after taking glucose, 
while the thin diabetic patients showed no such rise; 
patients in this last group had recently shown severe 
weight loss and ketosis was common. In contrast with 


- the above findings no significant differences between the 


blood a-ketoglutarate values in the 3 groups of patients 
were found. Some of the implications of these results 
are discussed, but no explanation can be offered at 
present. F. W. Chattaway 


388. Is Diabetes a Vascular Disease? (Der Diabetes 
Mellitus ein Gefass-Problem?) 
R. Tuer. Klinische Monatsblitter fiir Augenheilkunde 
[Klin. Mbl. Augenheilk.] Supp|. 25, 1-58, 1956. 35 figs. 
The clinical picture of diabetic retinopathy is described 
and illustrated by excellent colour plates. In young 
patients the disease leads to an enormous new formation 
of capillaries, which may form a rete mirabilis for which 
the author suggests the name “ rubeosis retinae dia- 
betica’’. Histologically, the most prominent features are 


the damaged capillary walls, with deposits of lipids and 
glycoproteins, and the development of micro-aneurysms, 
though the capillaries are not the only vessels affected. 
Similar deposits in the capillary walls can be found in 
other conditions, such as arteriosclerosis and glaucoma, 
but the manner in which these deposits affect the vessels 
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and the frequency of their occurrence are distinctive in 
diabetes. 

The deposits diminish the permeability of the vascular 
membrane, and this effect is enhanced by the ionic dis- 
turbance and latent acidosis, which in turn promote the 
precipitation of glycoproteins. Cortisone and ACTH 
act harmfully by inducing sodium and water retention 
while potassium is lost. Insulin can also produce 
vascular damage by changing the ionic environment and 
especially by developing antigenic properties, resulting 
in allergic injury of the capillaries. H. Lytton 


389. Vascular Lesions in Diabetics with a Special 
Reference to the Influence of Treatment. [In English] 
A. P. Skousy. Acta medica Scandinavica {Acta med. 
scand.| 155, Suppl. 317, 1-46, 1956. 10 figs., 36 refs. 


390. Insulin 1-131 Metabolism in Man. Plasma- 
binding, Distribution and Degradation 

G. W. WetsH, E. D. HENLEY, R. H. WILLIAMs, and 
R. W. Cox. American Journal of Medicine [Amer. J. 
Med.] 21, 324-338, Sept., 1956. 6 figs., 34 refs. 


At the University of Washington School of Medicine, 
Seattle, the differences, if any, in the metabolism and 
distribution of insulin between diabetic and normal 
subjects were investigated. In the fasting state 63 dia- 
betic and 43 control subjects were given an intravenous 
infusion of 0-5 to 5 units of insulin labelled with radio- 
active iodine (50 to 200 yc.) over a 2-minute period, 
10 g. of glucose per unit of insulin being given orally 
at the same time. Samples of blood plasma and urine 
were then examined for radioactivity; the radioactivity 
of the plasma fraction precipitated by trichloracetic acid 
was assumed to represent intact labelled insulin, while 
that of the soluble (non-protein-bound) fraction was 
thought to represent the biologically-inactive degrada- 
tion products of insulin. 

All 6 diabetic patients who had not previously received 
treatment with insulin and 12 (21°) of the 57 who had 
been so treated showed plasma concentrations of intact 
labelled insulin within the normal range; in the other 
45 insulin-treated diabetics, however, there was delay in 
clearing labelled insulin from the plasma and a cor- 
responding reduction in the amount of the degradation 
products of insulin in the plasma and urine. The degree 
of abnormality noted could not be correlated with any 
of the clinical features of the diabetes or with the 
therapeutic requirement of insulin; nor did it vary 
significantly on repeating the test with the same or 
different doses of labelled insulin or after withholding 
or augmenting the preceding therapeutic doses of insulin. 
Two non-diabetic schizophrenic patients who had 
received long courses of insulin shock treatment showed 
retardation of insulin breakdown similar to that seen in 
the treated diabetics. The authors suggest that this 
persistence of insulin in the plasma may be due either 
to rejection of insulin by the cells or to binding, and 
thus inactivation, of insulin in the plasma. 

In an attempt.to clarify this point experiments were 
then performed in vitro in which 13!]-labelled insulin was 
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incubated with plasma from control and diabetic subjects. 
The “available” insulin remaining was estimated by 
re-incubating with excess rat diaphragm or liver frag- 
ments, which are capable of degrading insulin. The 
proportion of radioactivity present in the precipitate 
after the addition of trichloracetic acid indicated the 
amount of bound, inactive insulin in the plasma. In 
certain circumstances it was found that the higher the 
proportion of labelled insulin retained in a patient’s 
plasma in vivo, the greater was the amount of insulin 
rendered inactive by incubation with this patient’s plasma 
in vitro. Further confirmation of the presence of this 
inactivating property of plasma was obtained in experi- 
ments in which sugar-free plasma from normal subjects 
and diabetics was injected along with amorphous insulin 
solutions into mice. The plasma from 4 out of 5 diabetic 
subjects whose plasma had shown high levels of retention 
of labelled insulin in vivo was found to inhibit the hypo- 
glycaemic action of the amorphous insulin. 

The significance of this power of the plasma of insulin- 
treated persons to bind insulin is discussed. The authors 
suggest that the effect may be due to the development of 
an antihormone. H.-J. B. Galbraith 


391. Stable and Brittle Diabetes 
J. G. Attvisatos and E, P. MCCULLAGH. American 
Journal of Medicine [Amer. J. Med.] 21, 344-357, Sept. 
1956. 7 figs., 24 refs. 


In this paper the authors use the term “ brittle” to 
describe the form of diabetes usually referred to as the 
insulin-sensitive or juvenile type, and not in the possibly 
more familiar sense of the exaggerated form of this type 
of diabetes seen transiently, for example, in adolescence. 
The study was carried out on 172 diabetic patients who 
have been carefully observed at the Cleveland Clinic 
over several years, and since it was desired to focus 
attention upon the degenerative complications and to 
avoid possible inaccuracies resulting from the modifica- 
tion of the diabetic state by growth, all patients under 
25 years of age were excluded. 

From a study of the results of the large numbers of 
blood sugar estimations and of urine analyses available it 
was possible to distinguish two groups of patients: 
(1) those with brittle diabetes (70 cases), in whom marked 
hyperglycaemia and severe hypoglycaemia were very 
common and large daily fluctuations in blood sugar level 
were not uncommon, and in whom ketonuria was fre- 
quent; and (2) the stable diabetics (79 in number), in 
whom marked daily fluctuations, hypoglycaemia, and 
ketonuria were uncommon and whose blood sugar levels 
were generally within the normal range or were evenly 
distributed over a wide range. (The remaining 23 
patients did not fall definitely, into either group.) 
Although hypoglycaemic reactions were on the whole 
more frequent in the brittle group, they had occurred 
at some time in 60°% of the stable group. The propor- 
tion of women was higher among the brittle diabetics, 
while obesity was commoner in the stable patients. 
Local fat atrophy was present in 29°% of the brittle-group 
patients, its incidence being higher among the women, 
and in none of the stable group. Patients with fat 


1 | 

. 

q 
is 

A 
dt 

di 

La 
wy a 
Wi 

Ca 
se 

Wi 

So 
mi 
q ble 
int 
bu 
= ret 
kn 
gal 
of 
ple 
cal 
pet 
Si 
ad 
30 
to 
tha 
T 


ENDOCRINOLOGY 123 


atrophy do not, in the authors’ experience, use these 
atrophic areas as sites for further insulin injections, so 
that the erratic control cannot be attributed to uneven 
insulin absorption therefrom. In patients known to have 
had diabetes for more than 10 years advanced diabetic 
retinopathy and arteriosclerotic lesions were much com- 
moner among those with stable diabetes and, within 
this group, among those with the higher blood sugar 
‘evels, that is, those with poorer control of the disease; 


the stable group, however, contained a higher proportion’ 


of elderly patients. The incidence of severe diabetic 
retinopathy in patients with long-standing brittle dia- 
betes was very low. 

The authors conclude that their results support the 
_oncept of the existence of two types of diabetes, and 
hat in assessing the effect of control on the incidence of 
complications the two types should be considered 
eparately. H.-J. B. Galbraith 


192. Severe ‘Hypoglycaemic Reactions following the 
ral Treatment of Diabetes with Carbutamide (“‘ BZ 55 ’’). 
‘Schwere hypoglykaémische Reaktionen im Verlauf der 
oeroralen Diabetesbehandlung mit Nj-Sulfanilyl-N>-n- 
sutyicarbamid (BZ 55)) 

*, BENDFELDT and H. Otto. Méiinchener medizinische 
Wochenschrift [Miinch. med. Wschr.| 98, 
Aug. 31, 1956. 2 figs., 10 refs. 


From Barmbeck General Hospital, Hamburg, where 
30 far 740 diabetic patients have been treated with 
carbutamide (** BZ 55°’), comes this report of 2 patients 
who developed severe hypoglycaemia while taking the 
drug. Both were obese women whose diabetes was not 
difficult to control, but both were seriously ill from other 
causes. 

The first patient, aged 59, after 18 years of treatment 
with 20 units of slow-acting insulin daily, was given 
carbutamide in a dosage of 0-5 g. twice a day, which 
seemed to control her diabetes satisfactorily. However, 
some weeks later she developed congestive heart failure 
with signs of renal insufficiency and treatment with 
carbutamide was discontinued for about 4 weeks. 
Some 10 days after the resumption of carbutamide ad- 
ministration the patient became comatose, and developed 
a right facial palsy and extensor plantar reflexes, the 
blood sugar level being then 35 mg. per 100 ml. An 
intravenous infusion of glucose was effective immediately, 
but not until 27 hours later did the blood sugar level 
return to the fasting level normally found in this patient. 

The other patient, who was aged 70 and not previously 
known to be a diabetic, was admitted to hospital with 
gangrene of the right foot and presenting general signs 
of arteriosclerosis; she became comatose, with extensor 
plantar responses, on the fourth day of treatment with 
carbutamide, when the blood sugar level was 70 mg. 
per 100 ml., as compared with fasting values varying 
between 170 and 240 mg. per 100 ml. No fewer than 
5 intravenous injections of glucose each of 25 g., in 
addition to 12 oral doses each of 15 g., during the next 
30 hours were required to restore the blood sugar level 
to the original fasting values. The authors point out 
that the type of hypoglycaemia seen in these 2 cases 


resembles that encountered after overdosage with 
delayed-action insulin rather than with soluble insulin, 
as evidenced by the slow onset, the prevalence of apoplec- 
tiform or psychotic signs, and the absence of perspiration 
and ravenous appetite. In neither case was there a 
demonstrable retention of sulphonamide in the blood 
nor abnormally low concentration of sulphonamide in. 
the urine. L. H. Worth 


393. Free Diets in the Treatment of Diabetic Children 
C. C. ForsyTH and W. W. Payne. Archives of Disease 
in Childhood [Arch. Dis. Childh.| 31, 245-253, Aug., 
1956. 5 figs., 24 refs. 


Since 1939 all children attending the diabetic clinic at 
the Hospital for Sick Children, Great Ormond Street, 
London, have been allowed to take a free diet providing 
** unlimited quantities of plain fare ” but with restrictions 
on concentrated carbohydrates such as jam and sweets, 
together with a single morning dose of delayed-action 
insulins in suitable combinations. To determine 
whether, in the long run, the incidence of diabetic 
complications in children so treated was higher than in 
their contemporaries treated on a strict diet 100 patients 
who were still regularly attending the clinic, or who 
returned for examination at the authors’ request and 
were still taking a free diet, were studied. There were 
54 males and 46 females, ranging in age from 3 to 41 
years. The longest period on free diet was 18 years. 

The standard of control aimed at consisted in freedom 
from the symptoms associated with hyper- or hypo- 
glycaemia, the complete absence of ketonuria, with only 
occasional glycosuria, and a blood sugar level below 
250 mg. per 100 ml. at the monthly visit to the clinic. 
Of the 100 patients, 69 had maintained this standard 
for more than half their total diabetic life. All the 
patients remained free from thirst, polyuria, and ketosis 
except for short periods, usually during intercurrent 
infections. Growth was satisfactory in all cases, and 
none of those now adult had become obese. Radio- 
graphs of the chest were normal in all patients who had 
been diabetic for less than 15 years, but there were 4 
cases of tuberculosis among the 41 patients who had had 
diabetes for longer than 15 years, the onset in all occur-. 
ring between 15 and 24 years of age. This incidence is 
similar to that reported by Boucot ef al. in American 
diabetics of this age group (6%). The incidence of 
retinopathy, nephropathy, and hypertension among the 
patients with diabetes of more than 15 years’ duration 
was no higher than that reported in similar groups of 
diabetics treated on a strict diet. 

It is argued that of those patients who are prescribed 
a strict dietary regime only a very small percentage 
actually adhere precisely to their instructions, while 
many rebel and fall into the category of “* poor control ”. 
A free diet on the other hand results in excellent co- 
operation and, apart from a few defaulters, the majority 
of the patients in the authors’ series who fell below the 
accepted standard of control did so because their diabetes 
was of the “ brittle” type and could not be controlled 
even during a period of rigid dieting in hospital. 

Robert Mahler 
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The Rheumatic Diseases 


394. Objective Evaluation of Patients with Rheumatic 
Diseases. I. Comparison of Serum Glycoprotein, Cold 
Hemagglutination, C-Reactive Protein, and Other Tests 
with Clinical Evaluation 

M. R. SHETLAR, R. W. Payne, J. PADRON, F. FELTON, 
and W. K. IsHMAEL. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.) 48, 194-200, Aug., 1956. 
1 fig., 14 refs. 


At the University of Oklahoma School of Medicine, 
Oklahoma City, the authors have attempted to correlate 
the results of various laboratory procedures with the 
clinical activity of rheumatic disease (excluding osteo- 
arthritis, non-articular rheumatism, and gout). ‘*Clinical 
activity ’’ was determined by the assessment of the degree 
of morning stiffness, the sleep pattern, the presence of 
malaise, fatiguability and weakness, acute joint mani- 
festations, fever, appetite, and physical performance, and 
compared with the results of the estimation of serum 
glycoprotein (non-glucosamine) content, the C-reactive 
protein test, the Ziff euglobulin modification of the 
haemagglutination test, and determination of the anti- 
streptolysin-O titre, the Wintrobe erythrocyte sedimenta- 
tion rate, and serum y-globulin level. 

The closest correlation was obtained with the serum 
glycoprotein and the C-reactive protein determinations, 
while that with the erythrocyte sedimentation rate was 
barely significant. In patients with rheumatoid arthritis 
or “ rheumatoid spondylitis ’’ the haemagglutination test 
showed no correlation with clinical activity, although it 


showed a raised titre in 63 out of 66 cases of rheumatoid ~ 


arthritis. The serum y-globulin value was similarly 
generally raised in rheumatoid arthritis, but also showed 
no correlation with activity of the disease. Determina- 
tion of statistical correlations among the various tests 
showed a high correlation only between the serum glyco- 
protein level and the C-reactive protein test results. 
[The whole of the authors’ deductions depend essen- 
tially upon the method of assaying “‘ clinical activity ”’, 
which is not as yet on a generally agreed basis.]} 
Harry Coke 


395. Infection, Allergy and the Pathogenesis of Rheu- 
matic Disease. [In English] 

G. HAGERMAN. Acta rheumatologica Scandinavica [Acta 
rheum. Scand.| 1, 209-234, 1956. Bibliography. 


396. Decline of Acute Rheumatism 


R. A. N. Hitcuens. Annals of the Rheumatic Diseases 
[Ann. rheum. Dis.] 15, 160-172, June, 1956. 10 refs. 


Local statistics of the incidence of acute rheumatism 
and rheumatic heart disease for the years 1931-50 were 


derived from a retrospective review of the records of the. 


Cardiff Rheumatism Service for school children. The 
following facts emerge from this study: (1) A substantial 
decline occurred over the 20-year period. (2) The 
greatest rate of decline occurred in the 1930s before 


there had been substantial local economic improvement 
(3) The decline began abruptly in 1935, coinciding perhaps 
fortuitously with a sharp drop in the notification figures 
for scarlet fever in the city and a resumption of the 
decline in national mortality from that disease. (4) The 
social analysis was consistent with the view of a poverty 
relation. Comparing the two decennia 1931-40 and 
1941-50, there was some change in the social differential 
of rheumatic heart disease, but none in that of other 
forms of acute rheumatism. Residence in a new housing 
estate conferred little advantage. 

On the basis of these local figures and more general 
considerations, reasons for the decline in the disease are 
discussed. It is suggested that social causes of the 
decline are related more closely to such factors as an 
improving quality of maternal care than to straight- 
forward economic or physical factors. If this view is 
correct, the present trend of the disease is unlikely to be 
reversed by an economic slump.—[Author’s summary.] 


397. Group A beta-Hemolytic Streptococcus and Rheu- 
matic Fever in Miami, Fla. ; 

M. M. SrreitFecp, M. S. SasLaw, and S. D. Dorr. 
Public Health Reports [Publ. Hlth Rep. (Wash.)\ 71, 745- 
755, Aug., 1956. 18 refs. 


As rheumatic fever ‘‘ seems less severe and occurs less 
frequently in Miami than reported elsewhere ”’ [in the 
U.S.A.], a detailed study of the prevalence of Group-A 
B-haemolytic streptococci in the throats of Miami school- 
children and of the immunological response of the hosts 
was undertaken to see whether bacterial factors alone 
could explain the difference. During the 8 months from 
October, 1953, to May, 1954, paired throat swabs were 
examined monthly and the serum antistreptolysin-O 
(ASO) titre determined bimonthly in 417 representative 
school-children from Grades I and II. For technical 
reasons it is probable that streptococci were recovered 
from less than 100°% of those children who harboured 
them, and that the figures obtained certainly do not over- 
estimate the true prevalence of streptococcal infection. 
Yet altogether 126 (35-9°%%) of the children gave at least 
one positive swab, and 9 types of Group-A B-haemolytic 
streptococci were isolated, the types in order of fre- 


_quency being 12, 1, 4, 3, 28, 31, 33, 23, and 44. The 


average ASO titre was higher and individual values were 
more frequently elevated in carriers than in those giving 
negative swabs. None of the carriers developed clinical 
rheumatic fever or scarlet fever, nor were the “‘ nephrito- 
genic” Types 12 and 4 associated with clinical nephritis. 
Thus the relatively low incidence of rheumatic fever and 
other serious streptococcal disease in this area cannot be 
attributed to rarity of pathogenic streptococci, and some 
other reason must be sought. 

[The results of this careful and detailed study are set 
out in a manner which allows comparison with findings 
in other areas.] Allan St. J. Dixon 
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398. Prevention of Recurrent Attacks of Rheumatic 
Fever. Problems Revealed by Long-term Follow-up 

B. L. LENpDRUM and C. Kosrin. Journal of the American 
Medical Association [J. Amer. med. Ass.| 162, 13-16, 
Sept. 1, 1956. 1 ref. 


In this paper is reported part of a follow-up study, 
initiated in 1949, of children who had been treated for 
rheumatic fever at Herrick House, Bartlett, Illinois. On 
reviewing the follow-up records of 100 children examined 
in 1955 it was found that: (1) almost one-third were no 
longer under medical supervision; (2) two-thirds were 
not receiving any prophylactic treatment; and (3) many 
children failed to adjust satisfactorily at school and at 
home on discharge from hospital. An attempt was made 
to find the cause for this unsatisfactory state of affairs, 
but the reasons varied from case to case. It is empha- 
sized, therefore, that all efforts to prevent relapses in 
rheumatic fever will be unsuccessful if reliance is placed 
solely on the cooperation of the patient and his parents. 
An educational programme is necessary so that: (1) 
physicians, nurses, school-teachers, and others who come 
into contact with these patients may be fully informed 
of advances in the study of the disease; (2) the best 
care can be given to convalescents; and (3) full use can 
be made of prophylactic measures. Further, there is 
need for social services ensuring adequate rehabilitation 
of the rheumatic patient on return to his own environ- 
ment. The authors conclude that all this necessitates a 
carefully’ planned community programme. 


C. Bruce Perry 


399. Butadion in the Treatment of Rheumatism and 
Infective Non-specific Polyarthritis. (Jlesexue 6ytanHo- 
HOM O0JIbHBIX C PCBMATHYCCKHMH H 

A. P. TsaREvA. Tepaneemuyecxut Apxue [Ter. Arkh.] 
28, 14-23, No. 5, 1956. 


‘** Butadion ”’ is a newly synthesized compound related 
to phenylbutazone, being the sodium salt of 1 :2-diphenol- 
4-N-butyl-3 : 5-dioxypyrazolidin. It is a white crystalline 
powder which, in contrast to phenylbutazone, is readily 
soluble in water. At the Second Moscow Medical 
Institute the author has observed the effect of this pre- 
paration on 43 patients with rheumatic fever and 17 
with rheumatoid and other forms of non-specific poly- 
arthritis. 

The cases of rheumatic fever fell into three groups. 
(1) In 20 cases there was polyarthritis without pronounced 
cardiac involvement. These patients received 0-6 g. of 
butadion daily in divided doses at first, the dosage being 
reduced to .0-45 g. and then 0-3 g. daily with clinical 
improvement. The response was very rapid, joint pains 
disappearing on the first or second day of treatment, the 
leucocyte count becoming normal within 18 days, and 
the erythrocyte sedimentation rate (E.S.R.) falling to 
20 mm. in one hour within 21 days on the average. 
The mean total dose of butadion was 18:3 g. (2) In 15 
cases there was a recurrence of rheumatic fever in a 
patient with evidence of previous rheumatic carditis. 
The initial dose of butadion in this group was 0-6 to 
0-8 g. daily and the total dose averaged 20 g. Clinical 
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improvement was just as rapid as in the first group and 
the leucocyte count fell to normal even sooner, though 
reduction of the E.S.R. was delayed. (3) Eight patients 
without joint manifestations, but with cardiac involve- 
ment, most of them having a subfebrile temperature and 
mild leucocytosis, received an unspecified dosage of 
butadion, which again brought about rapid clinical 
improvement, with a fall of the E.S.R. and leucocyte 
count to normal values within 16 days. 

There was pronounced improvement in the cardiac 
symptoms and signs in the 43 patients in the series who 
had evidence of carditis. A careful watch was kept on 
the leucocyte count during treatment, but only in 7 out 
of the 60 cases did the level fall below 5,000 per c.mm., 
the lowest value recorded being 3,800 per c.mm. On 
the other hand in 5 patients with relative leucopenia 
before treatment (4,200 to 5,000 per c.mm.) the figures — 
increased to between 6,000 and 8,000 per c.mm. with 
treatment. The author is therefore cautiously optimistic 
about the possible danger of agranulocytosis due to 
treatment with butadion. 

In the 17 cases of non-specific polyarthritis treated 
with butadion other methods of treatment had been 
unsuccessful. This heterogeneous group consisted of 
cases of exudative, proliferative, and other forms of 
acute joint disease, 10 of the patients being gravely ill. 
With a daily dose of 0-6 g. of butadion the general 
condition improved just as rapidly as in the cases of 
acute rheumatic fever, but the local lesions were slow in 
clearing up. A. Koby 
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400. A Clinical and Pathological Study of Sixteen 
Cases of Rheumatoid Arthritis with Extensive Visceral 
Involvement Rheumatoid Disease ’’) 

R. J. G. Smncviair and B. CRUICKSHANK. Quarterly 
Journal of Medicine [Quart. J. Med.| 25, 313-332, July, 
1956. 5 figs., bibliography. 


The nature and significance of extra-articular lesions 
in rheumatoid arthritis are discussed in this paper from 
the University and the Northern General Hospital, 
Edinburgh. Of 90 cases of rheumatoid arthritis seen at — 
necropsy, 16 showed extensive visceral involvement. 
Lesions were found in the endocardium in 7 cases and 
in the myocardium in 5; active pericarditis was noted in 
one case, healed pericarditis in 3 cases, and pericardial 
fibrosis with obliteration of the space in a further 3. 
Arteritis was recorded in 9 cases, lymphadenopathy in 4, 
and amyloidosis in 4. Clinically, the outstanding feature 
was the terminal emaciation, which was observed in all 
except one of the: patients. Evidence of pleurisy was 
found in 12 cases, and in 7 of these no aetiological factor 
other than rheumatoid arthritis was noted. In all 4 cases 
in which amyloidosis was found at necropsy there was 
diarrhoea associated with intermittent pyrexia during 
life. 

Histologically, the extra-articular lesions were of 3 
kinds—granulomata, non-specific inflammatory lesions, 
and amyloid deposits; more than one of these might be 
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found in any individual case. In 8 cases the extra- 
articular disease was considered to be the cause of death, 
while in 7 others it was a contributory factor. 

The literature on visceral extension of disease in 
rheumatoid arthritis is reviewed. In the authors’ view 
the arthritis is non-specific and part of a more widespread 
“* rheumatoid disease”’. They do not consider that the 
available evidence justifies the inclusion of rheumatoid 
arthritis among the so-called “* collagen diseases ”’. 

William Hughes 


401. The Rash of Rheumatoid Arthritis and Still’s 
Disease 

I. C. IspALe and E. G. L. Bywaters. Quarterly Journal 
of Medicine (Quart. J. Med.| 25, 377-387, July, 1956. 
7 figs., 3 refs. 


In many cases of, Still’s disease and rheumatoid 


arthritis there is a characteristic rash, and the present 


authors have observed this rash in 46 out of 166 
patients with Still’s disease at the Canadian Red Cross 
Memorial Hospital, Taplow, and in 7 out of 500 patients 
suffering from rheumatoid arthritis at Hammersmith 
Hospital, London. The rash consists of small, raised, 
salmon-pink macules about 3 mm. in diameter which 
are seen most frequently on the limbs and occasionally 
on the trunk and face. When the diameter is more than 
3 mm. the centre of the lesion is pale, and may be sur- 
rounded with a paler areola. The rash is characteristic- 
ally fleeting, tending to appear in the evening and to 
disappear within 24 hours. It usually coincides with 
other signs of activity and occurs particularly when there 
isfever. In 29 of the 46 cases of Still’s disease it appeared 
within 2 weeks of the onset and preceded other symptoms. 
In 6 of these cases the rash preceded the onset of arthritis 
by periods varying from 6 months to 3 years and per- 
sisted for more than 4 years, the evolution of arthritis 
being slow. In adults the rash is rare, but the features 
are similar to those observed in juvenile arthritis. Sali- 
cylate and hormone treatment are without effect, as are 
antihistamines, but local injection of hyaluronidase 
appears to inhibit development of the rash. Histo- 
logically, sections of skin show sparse perivascular 
infiltration in the loose connective tissue consisting of 
polymorphonuclear leucocytes with occasional small 
round cells. 

The authors consider that the rash has considerable 
diagnostic value when it precedes the joint lesions or 
when other manifestations of rheumatoid arthritis are 
indefinite. William Hughes 


402. Study in the Controlled Therapy of Degenerative 
Arthritis 

E. E. Traut and E. W. PassarReELut, A.M.A. Archives 
of Internal Medicine [A.M.A. Arch. intern. Med.| 98, 
181-186, Aug., 1956. 6 refs. 


At the Cook County and Presbyterian Hospitals, 
Chicago, of 182 patients with chronic (and in most cases 
stationary) degenerative arthritis who received placebo 
tablets containing 0-3 g. of lactose for periods ranging 
from 4 weeks to 26 months, 105 (59°) were improved 
for one month or more. About one-half of the patients 
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initially relieved by the placebo later complained that 
the tablets did not help them. The 77 patients who 
reported no improvement with the tablets from the start 
were given saline injections and 44 (57°%) appeared to 
benefit from these. As expected, the placebos were of 
most effect in patients in whom there were milder degrees 
of arthritis. , 

In the improved cases there was rapid decrease of 
pain, increased mobility, and later decrease in the swell- 
ing; 37 of these patients benefited continuously for 
6 months or more. The group of patients who derived 
no benefit included some who had not responded to any 
form of medication, including drugs known to be 
pharmacologically effective in arthritis, such as salicylates 
and phenylbutazone. The authors point out that it is 
important to realize that there is a “ placebo effect ”’ in 
all types of treatment of a conscious patient and that this 
accounts in part for the great number of substances 
reported to be effective in the management of arthritis. 

G. W. Csonka 


403. A Study of Capillary Permeability in Osteo- 
arthritis. (Studio della permeabilita capillare nella 
malattia artrosica) 
C. Cervini, F. S. FRAGALE, and C. LONGO. Progresso 
medico (Progr. med. (Napoli)| 12, 423-428, July 31, 1956. 
31 refs. 

In this paper from the Institute of Rheumatology of the 
University of Rome the authors discuss the hypothesis 


that there exists a systemic osteoarthritic syndrome that — 


is distinct from osteoarthritis secondary to trauma or 
synovial inflammation and also distinct from that due 
to ageing of the joint tissues. As a contribution towards 
the elucidation of this question they have sought evidence 
of a generalized disturbance of capillary permeability in 
cases of osteoarthritis by means of a modification of 
Landis’s test. They cite evidence in the literature in 
support of their contention that vascular factors play an 
important part in osteoarthritis, and draw attention to 
an association with hypertension in their own and other 
cases. 

Their modification of Landis’s test has been described 
elsewhere (Minerva med. (Torino), 1956, 47, 1326). 
Briefly, a sphygmomanometer cuff is applied to the arm 
at a pressure between 20 and 40 mm. Hg, when abnormal 
capillary permeability is shown by an increase in the 
erythrocyte sedimentation rate and a lowering of plasma 
protein content. The test was performed on 25 patients, 
10 of whom had generalized degenerative joint disease, 
12 osteoarthritis of the spine, and 3 osteoarthritis chiefly 
involving the hip, and on 3 patients with secondary 
arthritis. No evidence of abnormal capillary per- 
meability was found and it is concluded from this that 
generalized osteoarthritis can be regarded as a systemic 
disease only in respect of cartilage, and not of the 
mesenchymal tissue as a whole. 

They refer to Landis’s finding of an increase in capillary 
permeability in a majority of cases of. rheumatoid 
arthritis, rheumatic fever, and ankylosing spondylitis, 
and draw special attention to the value of his 
test as an aid in the differentiation of these conditions 
from osteoarthritis. G. H. Blair 
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404. An Unusual Variant of Acute Idiopathic Poly- 
neuritis (Syndrome of Ophthalmoplegia, Ataxia and Are- 
flexia) 

M. FisHEeR. New England Journal of Medicine [New Engl. 
J. Med.) 255, 57-65, July 12, 1956. 10 refs. 


This paper from the Massachusetts General Hospital 
(Harvard Medical School), Boston, reports 3 closely 
similar cases of an unusual type of neuritis with an easily 
recognizable clinical picture. In each case after a short 
pyrexial illness an external ophthalmoplegia developed 


- with impaired pupillary reaction to light. During the 


course of the illness there was severe ataxia on walking, 
associated with only minimal sensory loss and total 
areflexia. The cerebrospinal fluid was normal in 2 cases, 
but in one the total protein content rose to 348 mg. 
per 100 ml. in the fourth week of the illness. All the 
patients recovered fully. 

The author inclines to the view that the clinical syn- 
drome is a variant of infective polyneuritis, basing this 
view on a study of previously reported cases of the latter 
associated with ocular palsy. The possible anatomical 
location of the site of the lesion responsible for the ocular 
defect and for the severe ataxia is discussed. It is con- 
sidered that the ataxia at least could not be accounted 
for on the clinical signs by a peripheral sensory nerve 
lesion. There were certain clinical features of the ocular 
palsies and the ataxia which suggested that only a 
central lesion in the brain-stem would account for these 
signs, but a review of the literature on the pathological 
changes in infective polyneuritis did not provide any 
basis for such an interpretation. The clinical signs were 
therefore “ reluctantly interpreted as manifestations of 
an unusual and unique disturbance of peripheral 
neurons ”’. Fergus R. Ferguson 


405. The Use of Resyl as an Adjunct in the Treatment 
of Cerebral Palsy 

M. K. NEwMan, G. V. PEeNpy, A. S. GOLDSTEIN, and 
G. D. KATzEN. American Journal of Physical Medicine 
[Amer. J. phys. Med.| 35, 160-169, June, 1956. 7 figs., 
17 refs. 


““Myocain” or “resyl’, an o0-methoxyphenyl- 
glycerol ether, is a muscle relaxant similar in action 
to mephenesin except that it does not affect the blood 
pressure. At the Detroit Cerebral Palsy Center 1 to 3 g. 
of resyl was given daily to 18 children with spastic and 
8 with athetoid cerebral palsy. No side-effects were 
noted. The authors report that there was improvement 
in the physical achievement of the spastics and in the 
intellectual capacity of both spastics and athetoids, the 
improvement being particularly striking in respect of 
socialization and education. 

[This is an unconvincing paper. There are a number 
of fallacies which the authors have not commented on.] 

N. S. Alcock 


406. A New Method for Measuring Cerebral Blood 
Flow in Relation to the Electroencephalogram 

D. H. INGvar and U. S6pERBERG. Electroencephalo- 
graphy and Clinical Neurophysiology [Electroenceph. clin. 
Neurophysiol.| 8, 403-412, Aug., 1956. 8 figs., 30 refs. 


The authors have devised a method for the continuous 
measurement of the cerebral blood flow in experimental 
animals by cannulating the superior longitudinal sinus 
after eliminating surgically the main anastomoses between 
the sinus and extracerebral vessels. This method has 
been used at the Karolinska Institute, Stockholm, in an 
endeavour to demonstrate correlations between the 
electroencephalogram (EEG), cerebral blood flow, and 
systemic blood pressure under varying experimental con- 
ditions. It was found that in the lightly anaesthetized 
animals spontaneous variations in cerebral blood flow 
occur and are accompanied by recognizable changes in 
the EEG; furthermore, arousal stimuli which activate 
the EEG cause a parallel increase in cerebral blood flow 
without a change in systemic blood pressure. Anaes- 
thetic agents given in a dosage sufficient to give a sleep 
pattern in the EEG and to block the arousal reaction 
appear also to paralyse those local mechanisms which 
affect the cerebral blood flow. Hence it seems that there 
is a close correlation between cerebral “‘ vasomotor 
tone” (in which unexpectedly large variations seem to 
occur) and the cortical excitatory state as mirrored in 
the EEG. 

[These findings raise interesting questions with regard 
to the influence of the autonomic nervous system upon 
sleep and arousal, but it will be difficult to discover 
whether similar correlations exist in man.] 

John N. Walton 


BRAIN AND MENINGES 


407. The Localisation of Cerebrospinal-fluid Fistulae 
H. J. Crow, C. KeoGu, and D. W. C. NORTHFIELD. 
Lancet [Lancet] 2, 325-327, Aug. 18, 1956. 8 refs. 


This paper from the London Hospital describes a 
new technique for locating and identifying the leaks of 
cerebrospinal fluid (C.S.F.) into the nasopharynx which 
commonly follow head injury and also sometimes com- 
plicate intracranial, intranasal, and intra-aural opera- 
tions or may be the result of bony and dural erosions 
caused by infection, neoplasm, or hydrocephalus. It is 
important that these persistent fistulae should be repaired 
operatively because of the frequent complication of 
meningitis or cerebral abscess, and the advent of effective 
chemotherapy with antibiotics has made this a safe 
procedure. When a clear, or initially bloodstained, 
watery rhinorrhoea occurs soon after a head injury and 
there is radiological evidence of a fracture involving 
either the frontal sinus or base of the skull, it can be 
assumed with fair certainty that this fluid is C.S.F.; 
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but occasionally a watery rhinorrhoea begins a long 


time after injury or operation and there may then be 
difficulty in differentiating it from so-called “ allergic 
vasomotor rhinorrhoea ”’. 

The test here described consists essentially in the injec- 
tion of radioactive sodium (24Na) into the cisterna magna 
and its subsequent identification in one or more of a 
series of cotton-wool pledgets placed in contact with the 
under surface of the base of the skull and the openings 
of the frontal sinuses and Eustachian tubes. 24Na is 
used for the following reasons: (1) sodium is a normal 
constituent of the C.S.F. and so does not upset the 
central nervous system; (2) its short half-life (15-4 hours), 
combined with rapid turnover of sodium in the body, 
means that the patient receives insignificant amounts of 
radiation; and (3) the gamma radiation of 24Na makes 
it easy to count. It is injected in a dose of 200 uc. in 
1 to 2 ml. of isotonic Saline solution, the cisternal route 
being employed in preference to lumbar injection since 
‘the shorter distance involved results in less dilution. 
Usually 16 identifying pledgets are used and accurate 
anatomical placing is important; the pledgets should be 
left in position for 40 to 60 minutes. Local analgesia 
with 10°% cocaine, but without adrenaline, is employed. 
[For details of the technique of placing the pledgets and 
the subsequent estimation of radioactivity with a gamma- 
sensitive Geiger—Miiller counter the original paper should 
be consulted. ] 

Two illustrative cases are described in which accurate 
location of fistulae was achieved. It is thought that 
this test may be more reliable than the injection of dyes 
such as indigo carmine into the subarachnoid space, 
but the number of occasions when it may be needed in 
any one unit is likely to be small. 

J. MacD. Holmes 


408. Changes in the Amplitude of Respiratory Move- 
ments in Vascular Diseases of the Brain. (Msmenexua 
[bIXaHHA MpH sa6oneBaHHAX 
TONOBHOrO MOsra) 

A. S. Kuznetsova. Heseponamonoeuu u 
ITcuxuampuu [Zh. Nevropat. Psikhiat.] 56, 460-463, 
1956. 2 figs., 5 refs. : 


The amplitude of the respiratory movements of the 
chest was measured at the Clinic for Nervous Diseases 
(Postgraduate Medical Institute), Leningrad, in 86 
patients, of whom 78 were suffering from hemiplegia 
or hemiparesis due to vascular lesions and 8 from 
Parkinsonism. Movements of both sides of the chest 
were recorded simultaneously but separately by means of 
** pneumographs ”’ attached at corresponding points on 
the two sides. — 

The results showed that in the early stages of hemi- 
plegia the movements of the chest were diminished on 
the affected side, whereas in the majority of patients in 
the later stages these movements were increased. The 
differences in amplitude of movement between the two 
sides could be related to the changes in the tone of the 
trunk muscles. In patients with increased chest move- 
ment the tone of the abdominal muscles was normal, in 
spite of an increase in tone of muscles in the correspond- 


ing limb. In patients with diminished chest movement 
on the affected side the abdominal muscles were hyper- 
tonic. In patients with Parkinsonism the amplitude of 
the chest movements was always decreased on the side 
with the more marked extrapyramidal rigidity, and limb 
and trunk muscles were affected equally. 

The author suggests that the disturbances in the 
amplitude and rhythm of respiratory movements in these 
patients were due to a disturbance of cortical control 
over the respiratory centres. Marcel Malden 


409. A Clinical Survey of Intracranial Angiomas with 
Special Reference to their Mode of Progression and Sur- 
gical Treatment: a Report of 110 Cases 


‘J. H. PaTerson and W. McKissock. Brain [Brain] 79, 


233-266, June, 1956 (Part 2). 11 figs., 11 refs. . 


The symptoms, signs and modes of presentation of 
110 patients with intracranial angiomas are reported. 
The cardiovascular effects, radiological features and 
associated complications of intracranial aneurysms and 
subdural haematomas are reviewed, and the situation 
and size of the malformation in relation to the symp- 
tomatology are discussed. The mortality and subsequent 
progress of untreated cases in this series are detailed and 
the surgical measures employed together with their results 
are reviewed. The modes of progression of these lesions 
are considered and exemplified by illustrative case 
records. The diagnostic value of angiography is dis- 
cussed and the frequency with which angiomas caused 
subarachnoid haemorrhage is commented upon. 

Possible methods of treatment are discussed, and it is 
concluded that whenever: possible total excision of the 
angioma is the ideal method of treatment. Ligation of 
cortical feeding vessels seems not to be without value 
in certain instances. No evidence is found to suggest 
that radiotherapy is of real value.-—[Authors’ summary. ] 


410. Diffuse Degeneration of the Cerebral White Matter 
in Severe Dementia following Head Injury 

S. J. Stricu. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 19, 163-185, 
Aug., 1956. 38 figs., 46 refs. 


The author reports the findings in the brain at necropsy 
on 5 patients, 4 of them under 40 and one 73 years old, 
who survived a closed head injury in a more or less 
decerebrate and extremely demented state for 5 to 15 
months. These patients were selected from a series 
investigated at the Radcliffe Infirmary, Oxford. The 
head injuries were uncomplicated; there were no frac- 
tures of the skull, no intracranial haematomata or 
lacerations of the brain, and no evidence of raised intra- 
cranial pressure. In each case the injury rendered the 
patient unconscious immediately; normal consciousness 
was not recovered and the patient remained extremely 
demented (as distinct from comatose) and with a spastic 
quadriparesis until death. 

The chief histological finding, unsuspected from gross 
appearances, was a diffuse degeneration of the white 
matter throughout the cerebral hemispheres charac- 
terized by loss of nerve fibres and the presence of com- 
pound granular corpuscles. The cerebral cortex was 
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normal, but secondary atrophy of the thalamus was 
found, with asymmetrical degeneration in the long 
descending tracts. There was degeneration in the medial 
lemnisci and central tegmental tracts, but no lesions were 
found to account for this. Degeneration was also seen 
to be present in the anterior commissure, the fornices, 
and the mamillothalamic tracts and in the white matter 
of the cerebellum. 

The pathogenesis of the lesions is considered with 
reference to anoxia, oedema, vascular disturbance, fat 
embolism, and mechanical damage. Distortion of the 
brain by mechanical forces with damage to nerve fibres 
is considered to be the most likely explanation of the 
findings. The extreme dementia is correlated with the 
generalized loss of cerebral function following from the 
lesions described. The degeneration of white matter 
would also account for the quadriparesis. A historical 
review of the experimental and clinical work on degenera- 

‘tion of cerebral white matter following injury is given. 

In conclusion, the author states that the possibility of 
such a lesion should be considered in all cases of severe 
disturbance of consciousness after head injury, though 
its presence may be demonstrated only by careful 
investigation. Details are given of the histological 
techniques employed. Linton Grimshaw 


411. Acute, Subacute, and Chronic Subdural Hematoma 
F. A. Ecuutn, S. V. R. SorpiL_o, and T. Q. GARvey. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 161, 1345-1350, Aug. 4, 1956. 2 figs., 16 refs. 


EPILEPSY 


412. The Structure of Emotions Reflected in Epileptic 
Experiences 

D. Wiiiiams. Brain [Brain] 79, 29-67, March, 1956 
jreceived July, 1956]. 2 figs., 30 refs. 


The author describes how simpler epileptic experiences, 
motor or sensory, can be used in the study of the more 
complex epileptic experiences, such as changes of mood 
or emotion. He then presents a survey of 100 patients 
investigated personally at the National Hospital, Queen 
Square, and St. George’s Hospital, London, and in 
private practice who described an emotion as part of 
their epileptic experience and in whom, from their 
descriptions, it was clear that the emotion or mood 
evoked formed a consistent and stereotyped part of the 
epileptic attack and was not an immediate or remote 
reaction to epilepsy as a disease. 

The author points out that, particularly when emotion 
occurs as part of a march of several ictal events—some 
of which may permit a relation to definite sites in the 
brain—some conclusion can be drawn as to the area 
which is likely to be involved when the emotion arises. 
Analysis of the 100 cases showed that only four ictal 
emotions appear: fear, depression, pleasure, and un- 
pleasure (and possibly also anger, but cases of ictal 
aggressive outbursts with motor accompaniments were 


excluded and will be considered separately elsewhere). 
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Of the four emotions, epileptic fear (found in 61 patients) 
was the most common, arising as an_ hallucination 
out of context and without causal precept or cognition. 
Visceral changes were associated with fear in about 
one-half of these cases. Ictal depression (found in 21 
patients) lasted longer than is usual with other epileptic 
disturbances, and although often only momentary, it 
might persist for hours or days; in this connexion the 
author emphasizes the normal prolongation, beyond 
the evoking stimulus, of a mood in contrast to special 
sensations or even emotions. Pleasure and unpleasure 
were experienced as ictal manifestations with equal 
frequency, each in 9 of the remaining 18 patients. With 
regard to structural correlations, the author found that 
in those patients with ictal emotions there was a lesion or 
focus adjacent to and below the Sylvian fissure. Fear 
was felt when the epileptic discharge involved the anterior 
half of either temporal lobe, while depression occurred 
with lesions diffusely distributed in the temporal region, 
and feelings of pleasure or unpleasure when the lesions 
affected principally the posterior temporal region. 

In discussion the author relates the results of this study 
of fragmentary emotions arising in epilepsy to other 
work on animals and man and suggests that they may 
contribute to the elucidation of the cerebral physiology 
of the emotions, and have topical importance because 
of the present expansion of empirical methods of physical 
treatment in psychiatry. J. B. Stanton 


413. N-Methyl-c : «-methylphenylsuccinimide in Psycho- 
motor Epilepsy Therapy 
F. T. ZIMMERMAN. A.M.A. Archives of Neurology and 


_ Psychiatry [A.M.A, Arch. Neurol. Psychiat.] 76, 65-71, 


July, 1956. 2 figs., 4 refs. 


In this paper from Columbia University College of 
Physicians and Surgeons, New York, the author describes 
the results obtained with a new synthetic drug, N-methyl- 
a: a-methylphenylsuccinimide (“‘PM 396” or “ celon- 
tin’), previously used in petit mal, in the treatment of 
35 patients suffering from psychomotor epilepsy. The 
patients were selected from those with a history of 
psychomotor seizures over a period of years, about one- 


_ quarter having psychomotor’ attacks only and the 


remainder psychomotor attacks with grand or petit 
mal or both. The electroencephalogram (obtained in 
31 cases) was normal in 3 cases, showed an anterior — 
temporal lobe focus in 2, convulsive features in 6, and 
non-specific generalized abnormality in 20. The fre- 
quency of seizures during treatment with “ the drug which 
immediately preceded the use of PM 396” was taken as 
the baseline in estimating the efficacy of the latter, the 
average dose of which was 1:2 g. daily (range 0-3 to 
2-4 g. daily). In 7 of the 35 patients complete control 
was achieved—that is, no seizures were experienced for 
at least four consecutive weeks—and in 19 there was a 
reduction in the frequency of seizures; 9 patients were 
unaffected by the treatment. Mild toxic effects were 
observed in 5 patients, but no blood dyscrasias were 
encountered. 

[The exact duration of treatment and the period of 
observation are not stated.] J. B. Stanton 
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CRANIAL NERVES 
414. The Blood Supply of the Trigeminal Ganglion. 


(K racceposa 
Tu TuNn’-tszin’. Bonpocu Hetipoxupypeuu 
Nejrokhir.| 3-6, No. 4, July—Aug., 1956. 4 figs. 


Exact knowledge of the blood supply to the trigeminal 
ganglion is becoming increasingly important in neuro- 
surgery. The author, working at the Burdenko Institute 
of Neurosurgery, Moscow, has therefore undertaken an 
anatomical study of this problem. He found that one 
to three branches leave the internal carotid artery in the 
cavernous sinus. One of these which is more constant 
than the others is given the name of “ the ganglionic 
branch” of the internal carotid artery. Branches 
leaving the superior surface of the latter artery near its 
bend supply mainly the posterior part of the trigeminal 
ganglion and the inferior surface of the root of the 
trigeminal nerve, while branches leaving the latero- 
inferior surface of the internal carotid artery, anterior 
to the branch mentioned above, run towards the begin- 
ning of the ophthalmic nerve and the anterior part of 
the trigeminal ganglion. Among the latter is a relatively 
large artery which is more or less constant and which 
courses obliquely or transversely over the inferior surface 
of the ganglion to reach the foramen ovale, where it 
anastomoses with branches of the middle meningeal 
artery. L. Crome 


[Vop. 


415. Some Observations on Atypical Features in Acoustic 
Neuroma 

R. H. SHEPHARD and N. H. Wapia. Brain [Brain] 79, 
282-318, June, 1956. (Part 2) 7 figs., 34 refs. 


A substantial proportion of patients with unilateral 
acoustic neuroma have features which are atypical in 
that they depart from the usually accepted standards. 
In our own material [80 cases], this proportion has been 
224°%%. The main reason for this difference in presenta- 
tion is the occurrence of tumours having a medial site 
of origin as compared with the greater proportion 
of tumours which arise laterally—that is, within the 
meatus. 

Tumours arising at this site are conveniently placed 
to produce their effects in one or more of the following 
ways: (a) by the establishment of hydrocephalus; (5) by 
direct pressure on the brain-stem; and (c) by distur- 
bances of the blood supply to the brain-stem. Hydro- 
cephalus is manifest either in a dramatic fashion when 
arising acutely, or slowly and insidiously when it is of 
long standing. The main effects of acute hydrocephalus 
are the production of an intermittent block and rapid 
deterioration of vision; those of the chronic condition, 
mental changes and motor manifestations. The acute 
hydrocephalic symptoms would appear to be associated 
with larger tumours occurring in the younger age groups; 
whereas the manifestations of chronic hydrocephalus are 
in the older age groups and are often associated with 
small tumours. The occurrence of disorders of con- 
sciousness (including epilepsy) in patients with posterior 
fossa tumours is worthy of emphasis. Deafness is the 


single feature which in the great majority of cases remains 
typical and is such an invaluable sign in localization. 
Its importance cannot be overstressed. 

Cushing’s clarification of the cerebellopontine angle 
syndrome was the major factor in focusing the attention 
of clinicians on the tumours causing it, in particular, the 
acoustic neuromas. The chronological syndrome so 
formulated remains the greatest help in arriving at a 
diagnosis in most patients harbouring these tumours. 
However, now that radiological and otological aids are 
available, it should be possible to make the diagnosis in 
a further group of patients in whom the syndrome is 
incompletely developed, or the clinical picture altogether 
atypical.—[Authors’ summary. ] 


NEUROMUSCULAR DISEASES 
416. Hyperinsulin 


D. W. Mutper, J. A. BAstron, and E. H. LAMBERT. 
Neurology [Neurology] 6, 627-635, Sept., 1956. 19 refs. 


The authors, writing from the Mayo Clinic, describe a 
type of distal muscular atrophy associated with hyper- 
functioning adenoma of the islets of Langerhans in the 
pancreas, and give a full clinical account of one case of 
their own, together with details of 9 other cases seen at 
the Clinic (and included in a previous report by Breidahl 
et al. (J. Amer. med. Ass., 1956, 160, 198; Abstracts of 
World Medicine, 1956, 20, 137)), and of a further 10 
reported in the world literature. 

The usual history is one of episodic confusional states, 
followed by paraesthesiae and muscular weakness. The 
confusional state derives from the presence of hypo- 
glycaemia—in some of these cases a blood sugar level 
as low as 26 mg. per 100 ml. was recorded. The distal 
muscles are most frequently affected and there may be 
some wasting. While paraesthesiae are noted in many 
cases and may indeed be the first symptom, sensory 
changes are inconstant; the stretch reflexes may or may 
not be exaggerated. Electromyographic examination 
reveals fibrillation in the affected muscles, but no evi- 
dence of fasciculation. Examination of biopsy sections 
in the authors’ case revealed degenerative changes in 
the affected muscles, while in one of the previously 
reported cases degeneration of the anterior horn cells 
in the spinal cord was seen at necropsy. 

Discussing the origin of the condition, the authors 
point out that muscular weakness and paraesthesiae have 
been reported to follow injection of excessive amounts of 
insulin—for example, in the treatment of psychosis by 
insulin coma. The exact site of the neurological lesion 
has not yet been determined with accuracy, but from the 
available evidence the authors suggest that the anterior 
horn cells and peripheral nerves are involved. They 
propose that the condition be termed ‘‘ neuronopathy ”’, 
pointing out that its distinction from progressive mus- 
cular atrophy is most important since the latter is an 
incurable disease, whereas of the cases in this series 
which were diagnosed during life and treated surgically 
by removal of the adenoma, the progress of the disease 
was arrested in all and the symptoms cleared up com- 
pletely in one. William Hughes 
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417. The Use of Lithium Salts in the Treatment of Manic 
States 

D. Rice. Journal of Mental Science [J. ment. Sci.] 
102, 604-611, July, 1956 [received Oct., 1956]. 18 refs. 


The author has carried out an investigation at Grayling- 
well Hospital, Chichester, into the use of lithium salts in 
the treatment of 27 male and 31 female patients with 
manic psychoses who were followed up over periods up 
to 3 years. The patients comprised 20 with mania or 
hypomania, 17 with manic-depressive psychosis, 5 with 
mixed psychoses (schizo-affective states), and 16 with 


‘schizophrenia, in 4 cases with a strong affective overlay. 


The drug given was lithium carbonate in a dosage of 
0-6 g. 3 or 4 times daily for the first 7 to 10 days, then 
twice daily, and later, after about a month of improve- 
ment, in a maintenance dosage of 0-3 to 0-6 g. daily. 
The maintenance dose was continued for a period of 
weeks or months and sometimes after the patient left 
hospital. In every case the drug was omitted on one 
day per week to ensure complete elimination. Through- 
out the investigation no alteration in diet or in salt intake 
was made. ' 

The effects of treatment were assessed mainly in 
relation to the patient’s conduct or need for other forms 
of treatment for management purposes. On this basis 
25 of the 27 male patients and 19 of the 31 female 
patients were regarded as having recovered or improved. 
The author stresses the frequency of improvement in 
patients with affective or predominantly affective illnesses 
—of 42 in this group, 38 fell into the “ recovered or 
improved ” category. Mild toxic symptoms—unsteadi- 
ness, nausea and vomiting, and drowsiness—were ob- 
served in 12 cases but disappeared when the drug was 
withheld. 

The author concludes that lithium appears to have a 
specific sedative effect on manic and hypomanic patients; 
that it is without any evidence of hypnotic effect; and 
that in cases of mixed psychosis, or in which there is a 
marked affective element, it is this affective element which 
is most noticeably improved. _ John A. Clark 


418. The Treatment of Manic-depressive Psychosis in 
the Manic Phase by Means of Repeated Splanchnic Block 
with Procaine. (Jlevenue 6onbHbIx B MaHHaKasIbHOH dbase 
MCHX03a MOACHHYHBIMH 

P. Dimitrov. Hesponamoaozuu u cuxua- 
mpuu [Zh. Nevropat. Psikhiat.| 56, 555-558, 1956. 


The pathogenesis of manic-depressive psychosis is not 
fully known, but recent clinical experiments by Proto- 
popov and other Russian workers suggest that the 
primary disturbance is a disorder of thalamo-hypo- 
thalamic function, which in the manic phase can be 
favourably influenced by reducing the tonus of the 
sympathetic nervous system. This is the rationale of 


the use of splanchnic autonomic block by the author 
in the treatment of 51 cases of mania over a period of 
3 years. This is claimed to have given a remission rate 
of 66% compared with 33% for other methods of 
treatment. The follow-up period varied from one month 
to 3 years. 

Procaine solution in a strength of 0:25°%% was used 
to infiltrate the remal fascial space on each side, thus 
blocking the lumbar sympathetic chain and in part the 
renal, suprarenal, and solar plexuses. The injection was 
made through the angle made by the 12th rib and the 
long spinal muscles, a maximum dose of 110 ml. being 
given on each side. There were no untoward effects, 
although solutions stronger than 0-25°%%, even in much 
smaller amounts, are reported to give rise to occasional 
toxic reactions. The injections were repeated at 4- to 
5-day intervals, the total number of treatments in an 
individual case being 2 to 8. The patients were divided 
into three groups of 17 cases: those treated by splanchnic 
block alone; those treated by splanchnic block imme- 
diately after the failure of other methods (such as electric 
convulsion therapy or insulin shock); and those treated 
by other methods after the failure of splanchnic block. 
Remission, when it occurred after splanchnic block, was 
rapid, and took place most often in those cases in which 
the duration of the attack was less than 3 months. The 
ages of the patients in this series ranged from 15 to 51 
years. Alexander Duddington © 


419. Clinical Observations on the Somnifacient Efficacy 
of Heptabarbital (Medomin) in Mentally Disturbed 
Patients 

A. B. AINLEY and C. KALIGMAN. Journal of Nervous 
and Mental Disease [J. nerv. ment. Dis.] 123, 125-129, 
Feb., 1956 [received Oct., 1956]. 8 refs. 


The sleep-producing effect of cycloheptenylethyl bar- 
bituric acid (“ heptabarbital medomin”’), a short- 
acting barbiturate, was compared with that of an 
equivalent dosage of a number of commonly-used 
sedatives—for example, paraldehyde and chloral hydrate 
—in 49 patients suffering from schizophrenia, depressive 
reactions, and senile brain disease at Grasslands Hospital, 
Valhalla, New York. If sedation was considered neces- 
sary, the patients were given medomin or one of the 
other sedatives, the dosage varying according to the 
estimated degree of probable sleep disturbance. When 
sleep was severely disturbed, neither medomin (even in 
doses up to 1,200 mg.) nor ‘any other sedative was 
effective in more than half of the trials (25 and 27 trials 
respectively on 7 patients). In mild and moderate sleep 
disturbance, medomin in doses of 200 to 400 mg. was 
effective in 95°% of 135 trials, this comparing favourably 
with the results obtained with other sedatives, which 
were effective in only 80°% of 76 trials. Medomin did 
not cause any toxic reactions. 
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[The design of the experiment is open to criticism since 
choice and dosage of sedative were subjectively decided 
by one of the authors. The distribution of sedatives 
was not random, as claimed, because medomin was given 
twice as often as other sedatives in mild or moderate 
sleep disturbance. The paper includes tables which give 
details of 36 patients only, not 49.] F. K. Taylor 


420. Selection of Patients for Treatment with alpha-4- 
Piperidy! Benzhydrol Hydrochloride 

N. L. M. Browne. Journal of Nervous and Mental 
Disease [J. nerv. ment. Dis.| 123, 130-140, Feb., 1956. 
7 refs. 


A controlled trial is reported of the therapeutic value 
of alpha-4-piperidyl benzhydrol hydrochloride (“ fren- 
quel”’) in 64 female psychotic patients with auditory 
hallucinations at the Ontario Hospital, Port Arthur. 
Of the 64 patients, 25 Were selected at random and given 
a placebo; in none of these was there any reduction in 
hallucinations or more than a temporary mild clinical 
improvement. The remaining 39 patients received 
20 mg. of frenquel three times a day for a fortnight; of 
these, 19 responded with moderate or maximal improve- 
ment in behaviour and mood and a reduction in delusions 
and hallucinations. 

Contraindications to the administration of frenquel 
were intermittent hallucinations and a long period (over 
30 years) in hospital. A shorter stay in hospital, the 
age of the patient, and a family history of mental illness 
were not related to the results achieved. Patients most 
likely to benefit from this drug were those with normal 
pre-psychotic personality, showing marked delusions, 
marked incongruity of mood, little antagonism, and no 
intellectual defects. F. K. Taylor 


421. Response of Psychiatric Patients to Massive Doses 
of Thorazine: II. Psychological Test Performance and 
Comparative Drug Evaluation 
L. SHatin, L. Rockmor:k, and I. C. FUNK. Psychiatric 
Quarterly (Psychiat. Quart.| 30, 402-416, July, 1956. 
3 refs. 
This reports an investigation of the relative effects of 
“sodium amobarbital” (amylobarbitone sodium) and 
“* thorazine ’’ (chlorpromazine) upon performance during 


a brief series of psychomotor and psychological efficiency 


tests. The experimental subjects constituted a group of 
14 male veterans, psychiatric patients, undergoing studies 
to ascertain the effects of massive doses of thorazine. 
The subjects were taken in serial order as they were 
assigned by their ward physicians to thorazine treatment. 
The only criterion for inclusion in this group was that 
the patient be sufficiently co-operative to engage in 
psychological tests. 

On the morning of the day immediately preceding 
thorazine treatment, a series of tests was administered 
in the following order: stylus tapping; three-hole stylus 
tapping; rote memory for digits; digit symbol sub- 
stitution; counting backward from 20 to 1; dynamo- 
meter test; word fluency; ability to judge the passage 
of a 20-second time interval; MacQuarrie tracing test; 
MacQuarrie tapping test; and MacQuarrie dotting test. 


PSYCHIATRY 


The full test session was well under one-half hour. 
This was termed the basal series. On the afternoon of 
that same day, these tests were re-administered following 
an intravenous injection of 3} gr. (250 mg.) sodium 
amobarbital. On the next day, thorazine administration 
was started according to a detailed schedule which led 
to maximum dosage within 11 days. This maximum 
dosage constituted 800 mg. of thorazine daily by mouth. 
On the eleventh day, the psychological tests were once 
more repeated. Immediately prior to the administration 
of tests at this time, normal saline solution was injected 
intravenously to simulate the same conditions that were 
present for the sodium amobarbital tests. 

Statistical tests of the significance of differences 
between mean scores and mean numbers of errors were 
made for all tests under the three experimental con- 
ditions: basal v. sodium amobarbital, basal v. thorazine, 
and sodium amobarbital v. thorazine. In almost every 
case, the test performance was significantly superior 
under thorazine, in contrast to sodium amobarbital. 
Thorazine did not result in significantly lowered per- 
formance, below that obtained under basal conditions, 
whereas sodium amobarbital consistently yielded a 
decrement of performance. In some few instances, 
results obtained under thorazine were significantly 
superior to those obtained even under basal (non- 
medication) conditions. 

It was emphasized that these findings pertain only to 
the dosages and conditions of the present experiment. 
Possible effects of practice were discussed and then dis- 
carded as the cause of these test results. Since the higher 
mental functions of the patients were unimpaired by 
thorazine, it may be concluded that thorazine treatment 
and psychological verbal treatment methods are not 
antagonistic nor in any way mutually-exclusive.— 
[Authors’ summary.] 


422. A Comparative Study of Reserpine, Chlorpro- 
mazine, and Combined Therapy 

J. A. Barsa and N. S. Kune. A.M.A. Archives of 
Neurology and Psychiatry [A.M.A. Arch. Neurol. 
Psychiat.] 76, 90-97, July, 1956. 7 refs. 


Three groups of 150 disturbed psychotic patients» 
chiefly schizophrenic, have been treated with reserpine» 
combined reserpine—chlorpromazine, and chlorpromazine 
alone under the same environmental conditions. 
patients treated with reserpine alone, 21-3°% are markedly 
improved, i.e., discharged or ready for discharge; 23-3°% 
of those treated with combined reserpine-chlorpromazine 
are markedly improved, and 26° of patients treated with 
chlorpromazine alone are markedly improved. In all 
three modes of therapy the longer the patient has re- 
mained in hospital and the longer she has been ill, the 
less is the probability of achieving a marked improve- 
ment. This is especially pronounced in the patients 
treated with chlorpromazine alone. 

Chlorpromazine seems more effective in patients with 
mental illness of more recent origin, especially acute 
schizophrenia, and in patients in whom depression is a 
prominent symptom. Combined reserpine-chlorpro- 
mazine therapy appears more effective in chronic, 
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deteriorated schizophrenics, chronic schizophrenics in 
whom apathy and withdrawal are predominant, and in 
schizophrenics in whom long-term maintenance therapy 
is necessary. Reserpine alone is indicated in those 
patients who have manifested jaundice or agranulo- 
cytosis in response to chlorpromazine.—[Authors’ sum- 
mary.] 


423. A Controlled Clinical Study of Chlorpromazine and 
Reserpine in Chronic Schizophrenia 

M. SHEPHERD and D. C. Watr. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.] 19, 232-235, Aug., 1956. 17 refs. 


The authors describe a controlled study of the effects 
of chlorpromazine and reserpine on 24 of the most 
deteriorated and apathetic female schizophrenic patients 

in a county mental hospital. The patients’ ages ranged 
‘rom 27 to 52 (average 40-5) years, their ages on admis- 
sion ranging from 16 to 36 (average 25-2) years, and 
their stay in hospital from 7 to 29 (average 15-8) years. 

The patients were divided into three equal groups by 

-andom selection, and during the experimental period 
of 18 weeks each group received reserpine, chlorpro- 
nazine, and a placebo for 6 weeks at a time in varying 
order. The original sequence of drug administration, 
chosen to conform with a latin square design, had to be 
nodified owing to an error in the dosage of reserpine 
ziven in the first period (0-75 mg. instead of 15 mg. daily). 
One result of this was that no group received reserpine 
‘in effective doses) as the first of the three drugs.] The 
ose of chlorpromazine was 150 mg. twice daily and 
hat of reserpine 5 mg. 3 times daily initially, later 
-educed to twice daily because of toxic reactions. Two 
‘nert substances were used as placebos, one of which 
~esembled reserpine and one chlorpromazine. Weekly 
clinical assessments were made by one of the authors, 
vho was ignorant of the drug being taken. At the end 
of each 6-week period he rated all patients for improve- 
nent or- deterioration on a 7-point scale after an inter- 
view with the patient and a discussion with the nursing 
staff. (Details of the ratings in each case after treatment 
with each drug are given.) From these ratings the 
clinical response of each patient to each drug was 
assessed both in relation to her condition before the 
experiment began and to her condition before administra- 
tion of that drug began. Analysis of the responses- 
assessed on the former basis showed chlorpromazine 
io have more and reserpine to have less beneficial effect 
than the placebo, though the differences were not 
significant. Analysis on the latter basis placed the drugs 
in the same order of effectiveness, suggesting that order 
of administration did not influence the responses ob- 
served, but the differences were now significant (P<0-002). 
Seven patients were given the maximum rating for 
improvement at some time during the 18 weeks, 6 after 
taking chlorpromazine and one after taking reserpine. 
This distribution is unlikely to have occurred by chance 
(P=0-02) and although the mean length of stay of these 
7 patients differed by 4-7 years from that of the remainder, 
this difference is not regarded as significant. Symptoms 
of toxicity occurred 8 times with reserpine and only 
K 
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twice with chlorpromazine, which would thus appear 
to be the drug of choice on this count as well as on that 
of clinical effect. 

The results reported by other workers are tabulated, 
and comparison with those of the present study shows 
agreement to within 10%% in respect of chlorpromazine, 
but less satisfactory agreement in respect of reserpine. 
In particular, the present authors’ finding that a daily 
dose of 10 to 15 mg. of reserpine by mouth is too large 
is not supported by the experience of other authors. 

J. C. Kenna 


424. The Effects of Reserpine on Schizophrenic Patients 
D. Pear, H. V. Kamp, A. L. OLsen, P. D. GREENBERG, 


_ and §S. G. ArmiTaGe. A.M.A. Archives of Neurclogy 


and Psychiatry [A.M.A. Arch. Neurol. Psychiat.|'16, 198- 
204, Aug., 1956. 2 refs. 


A controlled investigation of the efficacy of reserpine 
in the treatment of schizophrenia was carried out at the 
Veterans Administration Hospital, Battle Creek, Michi- 
gan, the subjects being 170 white males, none of whom 
had had active treatment for a year. The drug was 
given in a dosage of 2 to 10 mg. daily for 2 months, 
and the results were assessed on 40 traits recorded 
individually at an interview with 3 persons (including a 
psychiatrist), on 22 items of behaviour recorded by ward 
personnel, and on a 4-point “‘ global judgment ”’ by the 
nursing staff. 

No differences were observed between controls and 
either the acutely disturbed patients with delusions or 
hallucinations or the most severely regressed long-term 
patients. There were significant differences in favour 
of the treated group among less regressed, chronically 
disturbed patients in fairly adequate contact with reality, 
and among those who were agitated, violent, or un- 
controllable and with poor contact. In treated patients 
irritability and hostility became less and there was 
greater cooperation. Hallucinations and delusions 
were diminished or masked, but the extent of the improve- 
ment was not sufficient to render the patients suitable for 
discharge. G. de M. Rudolf 


425. The Effects of Reserpine (‘‘ Serpasil’’) on the 
Chronic Disturbed Schizophrenic: a Comparative Study 
of Rauwolfia Alkaloids and Electroconvulsive Therapy 

D. Namwoo. Journal of Nervous and Mental Disease 
[J. nerv. ment. Dis.] 123, 1-13, Jan., 1956 [received Aug., 
1956]. 1 fig., 28 refs. 

A therapeutic trial of reserpine in chronic disturbed 
schizophrenics was carried out at the Fairfield State 
Hospital, Connecticut. For this purpose 80 such 
patients were divided into 4 equal groups and treated as 
follows: Group 1 were given a placebo; Group 2 
received 2:5 mg. of reserpine intramuscularly twice a day 
for a week and 5 mg. by mouth twice a day for 3 weeks, 
the dosage subsequently being adjusted up to the 12th 
week to the invidual patient’s needs; Group 3 were 
given the placebo and electric convulsion therapy 
(E.C.T.) once a week; Group 4 received the same 
dosage of reserpine as Group 2 together with E.C.T. 
each week. Results were assessed on a five-point scale 
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by the medical and nursing staffs, none of whom was 
acquainted with the design of the experiment. 

In Group 1 there was some increase in cooperation 
and in Group 4 generally there was a more prolonged 
slight improvement. In the patients given reserpine 
diminished motor activity, a reduction in aggression and 
in destructiveness, and mild side-effects quickly became 
apparent, and by the end of the third week 3 were 
** remarkably improved ” while 12 others showed varying 
degrees of improvement. 
with the reserpine the improvement was mere rapid than 
when the drug was given alone. After 8 weeks all 
patients took part in a programme of rehabilitation, but 
favourable responses were confined almost entirely to 
Group 2 and Group 4. 

At the end of 12 weeks Group 1 and Group 3 (the 
control groups) were given reserpine in a dosage of 
5 mg. intramuscularly once a day and 5 mg. by mouth 
twice a day. The results.were similar to those obtained 
in Groups 2 and 4, but the toxic effects were more 
marked, turbulent behaviour during the second and 
third weeks being attributed to the higher dosage. 

The final assessment showed that one-quarter of the 
patients were markedly improved, one-half were mode- 
rately or mildly improved, and the remaining quarter 
were unaffected. In general the best response was 
obtained in the paranoid schizophrenics and the least 
response in the catatonic group. E.C.T. was not con- 
sidered to be of much value, although a brief course at 
the outset was sometimes worth while. The initial side- 
effects, such as hypersalivation, tremor, and conjunctival 
injection, disappeared after the third week, even if the 
dosage of reserpine was increased. Parkinsonian symp- 
toms cleared up if the dosage was reduced by 30 to 
50%. L. G. Kiloh 


426. Effect of Reserpine and Open-ward Privileges on 
Chronic Schizophrenics 

A. S. PENMAN and T. E. DrepGe. A.M.A. Archives of 
Neurology and Psychiatry [A.M.A. Arch. Neurol. 
Psychiat.| 76, 42-49, July, 1956. 7 figs., 10 refs. 


The purpose of the investigation described in this paper 
was to determine whether administration of reserpine, 
with and without open-ward privileges, would result in 
improvement in behaviour of chronic schizophrenics 
from closed wards. Altogether 80 chronic schizo- 
phrenic patients were divided into five groups of 16 
patients each, in which the treatment plan was as follows: 
Group 1, reserpine and open-ward privileges; Group 2, 
a placebo and open-ward privileges; Group 3, reserpine 
with locked ward; Group 4, no medication with locked 
ward; and Group 5, no medication and open-ward 
privileges. After an observation period of 8 weeks the 
experiment was begun, the dosage of reserpine being 
4 mg. daily for 30 days and then 8 mg. daily for 60 days; 
patients not receiving reserpine were given a similar 
number of inert tablets. The investigation concluded 
with a follow-up period of one month. 

Behaviour was rated weekly for each patient on the 
L-M Fergus Falls Behavior Rating Scale, the mean 
rating of three separate observers being taken in each 
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case. Each patient was tested by the Minnesota Multi- 
phasic Personality Inventory during the pre-experimental 
period and again in the follow-up period. Blood pres- 
sure was recorded weekly and weight was noted each 
month. Altogether 59 of the 89 patients were available 
for the follow-up. The results showed that reserpine 
reduced blood pressure and caused a slight gain in weight, 
but administration of the drug did not lead to improved 
behaviour or to better adjustment on the open ward. 
Further, open-ward privileges alone did not result in an 
improvement in behaviour. J. B. Stanton 


427. Behavioral Evaluation of Chronic Mental Hospital 
Patients Treated with Reserpine 

W. M. Swenson, S. GiIsLAson, and D. E. ANDERSON. 
A.M.A. Archives of Neurology and Psychiatry [A.M.A. 
Arch, Neurol. Psychiat.| 76, 60-64, July, 1956. 7 refs. 


The value and the suitability of reserpine in the treat- 
ment of patients in a so-called chronic ward of a State 
mental hospital at St. Peter, Minnesota, are discussed, 
50 patients being selected for this purpose on the basis 
of aggressive and overactive behaviour during the pre- 
vious 3 years. Patients with organic mental disease and 
those over 65 years of age were excluded. One-half of 
the patients received 1 mg. of reserpine twice daily for 
2 months and then 2 mg. daily for 3 months, while one- 
half served as controls and received a placebo with the 
same frequency. All patients were rated independently 
by two observers on the L-M Fergus Falls Behavior 
Rating Scale one week before treatment started and 
thereafter at weekly intervals until the dose of reserpine 
was doubled, after which they were rated twice a week. 
Before and after the experimental period the effect of 
treatment was evaluated by two psychologists and a 
physician using the Lorr-Jenkins Multidimensional Scale 
for Rating Psychiatric Patients. The course was com- 
pleted by 39 patients. From a statistical analysis of the 
results, the authors could not find any evidence that 
reserpine in this dosage was of practical value in the 
treatment of chronic, regressed, overactive mental 
hospital patients. J. B. Stanton 


428. The Use of Reserpine in Chronic Psychotic 
Patients: a Controlled Trial 

L. Winc. Journal of Mental Science {J. ment. Sci.] 102, 
530-541, July, 1956 [received Oct., 1956]. 23 refs. 


A controlled trial to determine the value of reserpine 
in the treatment of chronic psychosis was carried out at 
Netherne Hospital, Coulsden, Surrey, on 17 male and 
34 female patients whose prospects of improvement were 
regarded as remote. Of these patients, 34 were schizo- 
phrenics (9 of these being of the paranoid type), 4 were 
suffering from epilepsy, 6 from epilepsy with schizo- 
phrenia, 4 from recurrent mania, and 3 had psychopathic 
personalities. Previous treatment had included electric 
convulsion therapy, deep insulin therapy, chlorpromazine, 
and (in 9 cases) leucotomy. 

The patients were divided into four groups matched 
for age, sex, amount of aggressive behaviour, sociability, 
and deterioration in habits, one being given reserpine 
for 12 weeks, one a placebo for 12 weeks, and the others 
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being given reserpine and placebo for 6 weeks each but 
in different order. A double-blind technique of ad- 
ministration was employed, but many of the patients 
taking reserpine could be identified from its side-effects. 
In each 6-week period reserpine was prescribed in a daily 
dose of 6 mg. by mouth for the first 3 weeks, followed by 
15 mg. daily for a further 3 weeks. 

In the assessment of progress many different variables 
(psychological and clinical) were rated separately and by 
two or more observers. Although there was some 
improvement even in the control group, throughout the 
experiment the groups receiving reserpine showed signi- 
ficantly more improvement than those receiving the 
placebo. 

The author concludes that reserpine may be of value 
in some aggressive and overactive chronically psychotic 
patients, principally as a means of reducing tension and 


_ increasing sociability. The relief appears to be symp- 


tomatic only and good results are more likely if the 
treatment is combined with social and psychological 
measures, John A. Clark 


429. Reserpine (‘‘ Serpasil’’) in Mental Deficiency 
Practice 

E. FiscHer. Journal of Mental Science [J. ment. Sci.] 
102, 542-545, July, 1956. 4 refs. 


The effect of-reserpine on the conduct of 22 noisy, 
inaccessible, aggressive, and destructive mentally defec- 
tive patients was studied at Cell Barnes Hospital, St. 
Albans. The patients, all of whom were of the imbecile 
or feeble-minded grade, were initially given 0-25 mg. of 
reserpine 3 times daily for a period of 3 months. A 
placebo was then administered for 2 months, after which 
reserpine therapy was recommenced. No toxic effects 
were noticed during the investigation. For assessment 
of the results each patient was classed as ‘“‘ much im- 
proved ”, “improved ”’, or unchanged ”’, 14 patients 
being placed in the first group, 6 in the second, and 2 in 
the third. 

The author considers that although only 22 patients 
were studied and further trial of the drug on a larger 
sample is desirable, the results are nevertheless significant. 

John A. Clark 


430. The Influence of Reserpine on a Disturbed Male 
Ward and a Method for Assessing This 

J. P. Hes and S. Bracua. Journal of Mental Science 
[J. ment. Sci.] 102, 546-549, July, 1956. 4 figs., 3 refs. 


The authors have investigated the effect of reserpine 
therapy on what they call the “atmosphere of an 
agitated male ward” at the “ Talbieh” Psychiatric 
Hospital, Jerusalem. In order to do this they evolved 
a method of recording graphically the behaviour of 
their patients. Six factors—anxiety, social adaptation, 
aggressiveness, paranoid attitude, mood, and intelligence 
—were considered to determine the conduct of the 
patient, and the degree to which each of these factors 
was present was assessed on a four-point scale. By 
plotting the rating for each factor in an agreed order a 
“ behaviograph” is obtained, while from the average 
ratings a graph for a whole ward can be drawn. Such 
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graphs were constructed for 15 disturbed male patients 
before and after starting treatment with reserpine in 
doses of 4 to 30 mg. daily, and showed a remarkable 
decrease in the paranoid attitude, the anxiety, and the 
aggressiveness of the patients with treatment. 

John A, Clark 


431. Case of Fetishism Treated by Aversion Therapy 
M. J..RAYMOND. British Medical Journal (Brit. med. J.] 
2, 854-857, Oct. 13, 1956. 16 refs. 


The case is reported from St. George’s Hospital, 
London, of a married man of 33 who, since about the 
age of 10, had had impulses to damage perambulators 
and handbags which he had indulged on innumerable 
occasions, having been charged by the police 5 times in 
respect of 12 incidents. After “‘many hours of ana- 
lytical treatment ” a connexion had been traced with two 
childhood incidents, but although he had been led to 
see the significance of these events, the attacks persisted. 
An attempt was therefore made to alter his attitude to 
handbags and perambulators by teaching him to associate 
them with an unpleasant instead of a pleasurable, erotic 
sensation, a collection of handbags, perambulators, and 
coloured illustrations being shown to him just before 
the onset of nausea produced by injections of apo- 
morphine. For a week “ the treatment was given two- 
hourly, day and night, no food was allowed, and at 
night amphetamine was used to keep him awake”’. 
Returning after 8 days at home he reported that for the 
first time he had been able to have intercourse without 
the use of fantasies, while his wife reported a change in 
his attitude to her. 

The treatment was then resumed and he was invited 
to discuss his difficulties and write lengthy accounts of 
the attractive qualities of perambulators and handbags. 
Emetine hydrochloride was given whenever the sedative 
effect of apomorphine became predominant; he was 
confined to bed and the prams and handbags were kept 
in the room. On the ninth day he was found sobbing 
uncontrollably, and repeating “Take them away”, 
remaining in this state until this was done, with cere- 
mony, and he was given a glass of milk and a sedative. 
For 6 months he attended as an out-patient, and was 
then re-admitted for a boosting course of treatment, 
although there was no sign of relapse and the patient 
claimed that the fascination of prams and handbags had 
lessened because his will power had “ matured”’’, At 
the time of the report, 19 months after the first course of 
aversion therapy, he still appeared to be doing well, his 
wife and the Probation Officer both recorded improve- 
ment, he had not been’in trouble with the police, and had 
been promoted to more responsible work. 

After a survey of the literature on fetishism, the author 
states that a search “ has revealed only three cases in 
which successful treatment was claimed”’—one by 
** education ” by an understanding wife, one after 662 
hours of analysis, and one by temporal lobectomy in a 
case of epilepsy. It is suggested that the predisposition 
to fetishism may lie in an unusual capacity to form 
conditioned responses, which may be used as an asset in 
treatment by aversion therapy: J. L. Standen 
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432. The Basement Membrane-Elastica System of the 
Dermo-epidermal Junction 

J. H. Cooper. Nature [Nature (Lond.)]| 178, 643-644, 
Sept. 22, 1956. 1 fig., 3 refs. 


Histochemical investigations of sections of skin carried 
out by the author at the Victoria Infirmary, Glasgow,. 
have elucidated the stabilizing mechanism of the human 
dermo-epidermal junction. The basic dye alcian blue 
at pH 1-2 stains certain tissues, including various base- 
ment membranes and collagenous and reticular tissue, 
which are not generally basophilic even at higher pH 
levels. Pretreatment*with testicular hyaluronidase pre- 
vents the staining of fibro-reticular tissue, but does not 
affect that of the basement membranes. This apparent 
chemical difference may be related to a difference in 
morphology, subepidermal basement membrane being a 
continuous, regular, tightly wrinkled band, whereas the 
reticulin appears as a coarser, interrupted, and irregular 
layer, merging in depth with the dermal collagen. 

In tissues treated with Mallory’s (permanganate) 
bleach, alcian blue reveals additional keratinous and 
elastic structures, and very fine elastic membranes and 
fibres, continuous with the coarser fibres or their sheaths, 
can be demonstrated in sections counterstained with 
orcein. These fan out from the papillary layers of the 
dermal elastic plexus and run towards the epidermis; 
they consist of a thin, brown, orcein-stained core (which 
disappears before the dermo-epidermal junction is 
reached) and of a blue sheath which finally fuses with 
the blue subepidermal basement membrane. Thus it 
would appear that the epidermis is attached to the 
corium by virtue of the continuity of the dermal elastic 
plexus with the subepidermal basement membrane. 

F. Hillman 


433. The Effect of the Topical Application of Corti- 
cotrophin, Hydrocortisone, and Fluorocortisone on the 
Process of Cutaneous Inflammation 

A. Scott and F. Katz. Journal of Investigative Der- 
matology [J. invest. Derm.] 26, 361-376, May, 1956. 
6 figs., 22 refs. 


The authors, convinced by preliminary random tests 
that the local application to the skin of ointments con- 
taining hydrocortisone and other adrenocortical steroids 
had an anti-inflammatory effect which “ could be pre- 
dictably shown”, conducted a series of experiments at 
the Royal Victoria Hospital (McGill University), 
Montreal, on a total of 149 subjects aged 7 to 86. These 
experiments were designed to demonstrate the alterations 
in the process of cutaneous inflammation caused by the 
topical application of hydrocortisone, fluorocortisone, 
and corticotrophin and the influence of various factors 
upon them. The materials used, the method of applica- 
tion, and the results obtained are described, the possible 
mechanism of the phenomena observed is discussed, 
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and photographs and autoradiographs are reproduced. 
It is concluded that these hormones are capable of in- 
hibiting inflammation only if they are present in the 
tissues in sufficient concentration at the time of applica- 
tion of the inflammatory stimulus, having been applied 
to the skin 2 to 8 hours previously. 

(The possibility that the effects produced by the corti- 
cotrophin ointment, which were also observed in adrenal- 
ectomized patients, may have been the result of the 
action of pitressin or some other pituitary hormone in 
the preparation used was suggested in the subsequent 
discussion and it was agreed that this had not been ruled 
out.) 

[This is one of those excellent full reports on valuable 
preliminary work that cannot be adequately abstracted 
and should be read in toto.] G. B. Mitchell-Heggs 


434. Resochin in the Treatment of Lupus Erythematosus. 
(PesoxHH B JICYCHHH BO4aHKH) 

Vv. A. RAKHMANOv and P. I. KsANFopuLO. Becmuux 
Beneponozuu u J[epmamoaozuu [Vestn. Vener. Derm.} 
8-10, No. 4, July—Aug., 1956. 12 refs. 


After a short review of the literature on the treatment 
of lupus erythematosus with the antimalarial drug 
“resochin”’ the authors describe the results obtained 
with this drug in the treatment of 10 cases of lupus 
erythematosus discoides, 4 of chronic lupus erythe- 
matosus disseminatus, and one of lupus erythematosus 
acutus occurring in patients aged between 16 and 51 in 
whom the disease had been present for periods ranging 
from 6 months to 21 years. In 5 cases the patient was 
given a course of 1 to 4 tablets (each 0-25 g.) daily by 
mouth for 3 weeks to a total of 50 tablets (12-5 g.) 
while the remaining 10 received 1 or 2 tablets daily to a 
total dose of 20 g. 

After the first course 3 patients were clinically cured, 
9 greatly improved, 2 slightly improved, and in the acute 
case a remission of 73 days was obtained. The improve- 
ment was maintained for 2 or 3 weeks after cessation of 
treatment, when in a numbér of cases a mild relapse 
occurred and a second course of treatment was given, 
but only one patient required a third course. At the 
end of one year from the beginning of treatment 5 of 
the 15 patients were clinically cured, 7 greatly improved, 
and 2 slightly improved; the patient with acute lupus 
erythematosus has had two remissions so far and still 
remains under observation. Among the side-effects 
attributed to the drug were slight loss of weight, general 


' weakness, headache and giddiness, anorexia, and in a 


few cases pruritus in the affected skin areas. No change 
in liver function or in the blood picture was observed. 
Investigation of the photosensitivity of the skin before 
and after treatment showed that 2 patients had lowered 
sensitivity, one increased sensitivity. but the rest were 
unaffected. H. Makowska 


3 

‘ 
+ 

7 
Pi 

ed 

ee 


— 


Paediatrics 


435. A Characteristic Form of Overactive Behaviour in 
Brain Damaged Children 

T. T. S. INGRAM. Journal of Mental Science [J. ment. 
Sci.] 102, 550-558, July, 1956. 11 refs. 


The histories and clinical findings of 25 children 
showing a characteristic type of overactive behaviour 
are described. The behaviour is typified by an increase 
in distractability, poor attention span, an apparently 
irresistible urge to touch and chew every object which 
is seen, a diminished capacity for spontaneous affectionate 
behaviour, aggressive outbursts, an absence of fear, and 
a failure to. respond to reprimand or chastisement. 


_ Neurological findings indicating the presence of cortical 


lesions were present in the majority of cases and 13, or 
about half, suffered from epilepsy. In most patients 
phenobarbitone resulted in an exacerbation of behaviour 
symptoms, though the drug appeared to diminish the 
epileptic manifestations. Amphetamine and primidone 
were successful in controlling both behaviour symptoms 
and epileptic manifestations in a high proportion of 
the patients to whom they were given. 

Most of the patients had histories suggesting the 
occurrence of cerebral injury. In 13 this appeared to 
have been sustained at the time of birth, most commonly 
as a result of paranatal anoxia. In 12 cases it was 
acquired as a result of trauma or anoxia or of intra- 
cranial infections of which cerebral thrombophlebitis 
was the most common. All but 2 of the 12 acquired 
cases were under the age of 3 years at the time of their 
causative illness. 


The histories and neurological findings, especially the 


frequency with which aphasia or disproportionately 
severe retardation of speech development, homonymous 
visual field defects, and Jacksonian or epileptic attacks 
with visual or gustatory auras occurred, suggest that the 
majority of the patients suffered from lesions of the 
cerebral cortex involving the temporal lobes in a pro- 
portion of the patients. Abnormalities of behaviour 
showing a resemblance to the symptoms present in the 
patients in the series have been produced experimentally 
in animals by temporal lobotomy.—[Author’s summary. ] 


436. Psychomotor Seizures in Childhood. A Clinical 
Study 

G. H. GLAseR and M.S. Drxon. Neurology [Neurology] 
6, 646-655, Sept., 1956. 35 refs. 


Psychomotor seizures characterized by an aura of 
anxiety and obscure visceral symptoms and followed by 
complex alterations in consciousness and automatisms 
are common in adults suffering from epilepsy. The 
authors consider that such seizures are also a common 
cause of behavioural disorders in children, and some 
workers have reported that 20 to 25% of all such patients 
suffer attacks before the age of 15. 

The present authors have therefore studied the clinical 
picture of non-ictal psychomotor seizures in 25 children, 


15 boys and 10 girls, between the ages of 1 and 16 years 
seen at Yale University-New Haven Medical Center. 
The accounts of the attacks were obtained partly from 
the children themselves and partly from the observations 
of relatives, while in many instances an attack was 
observed by a physician or other member of the hospital 
staff. Electroencephalograms (EEGs) and radiographs 
of the skull were obtained in all cases. There was a 
history of birth injury or infection in 15 (60°) of the 
cases. In the 9 cases in which lumbar puncture was 
performed the cerebrospinal fluid was found to be 
normal. Among the varied manifestations of the 
seizures (which are tabulated) the most common were 
an aura, altered consciousness, staring or dazed expres- 
sion, and confused activity. The interseizure symptoms 
were diverse and included excitability, nervousness, 
aggressiveness, temper tantrums, nightmares, and 
phobias. Intellectual deficit was revealed in 6 of the 
12 patients subjected to psychometric tests. In the 
EEGs the most frequent abnormalities were unilateral 
and bilateral temporal spikes and bilateral diffuse 
spike-and-wave forms; the EEG was normal in 3 cases. 
Diphenylhydantoin was found to be the most efficacious 
of the anticonvulsant agents tried, producing satisfactory 
control in 15 cases. However, the authors point out 
that such a finding underlines the need for a more 
efficient anticonvulsant, and also for further study of the 
clinical and psychological problems in this type of case. 
William Hughes 


437. The Intelligence of Children with Cleft Palate 

R. S. and L. B. Bircu. Archives of 
Disease in Childhood {Arch. Dis. Childh.] 31, 300-302, 
Aug., 1956. 2 refs, 


Information was sought on the intelligence quotient of 
children with cleft palate with or without hare lip. Of 
the 112 children taken without bias from an alphabetical 
list, 2 had died, 80 had a Terman and Merrill test, school 
reports were obtained on a further 17 children, and we 
have no records concerning 13. The average I.Q. of 
those tested was less than the average figure for the 
population as a whole, averaging 95-4. Forty-seven had 
an I.Q. of less than 100; 33 had an I.Q. of over 100. 
The school reports of the additional 17 children gave the 
impression that the intelligence of those children was 
very similar to that of the tested ones.—[Authors’ 
summary.] 


438. Congenital Intrinsic Duodenal Obstruction. Report 
of 32 Cases 

T. C. Moore. Annals of Surgery (Ann. Surg.) 144, 159- 
164, Aug., 1956. 2 figs., 6 refs. 


A statistical review of 32 consecutive cases of con- 
genital intrinsic duodenal obstruction is made. The 
frequency of occurrence and the race and sex incidence 
are presented. Symptoms of complete obstruction from 
137 
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birth were encountered in all cases of atresia and in 
one-half of those of stenosis. Atresia was found more 
frequently in proximal duodenal obstructions, whereas 
a distal lesion was more likely to be a stenosis. The 
means of clinical and roentgen evaluation are outlined. 
A plain x-ray film of the abdomen is regarded as the 
most reliable single diagnostic measure. Prematurity 
was encountered in 8 of the 32 infants (25%). Additional 
congenital malformations were discovered in 13 infants 
(41%). The nature and number of the associated 
anomalies are given. 

The experience with a group of 21 patients treated by 
operation during the past 14 years is presented. Eighteen 
of the infants recovered (86°%) and 3 died (14%). Two 
of the 3 deaths involved premature infants with additional 
congenital anomalies. The importance of careful pre- 
operative care and of precise operative technic is 
emphasized.—[Author’s summary.] 


439. Etiology and Mechanism of Harrison’s Grooves 

H. A. Bropkin. Journal of the American Medical 
Association [J. Amer. med. Ass.] 161, 1555-1559, Aug. 18, 
1956. 4 figs., 16 refs. 


Harrison’s grooves are horizontal depressions, usually 
bilateral but sometimes unilateral, of the sixth costal 
cartilages, into which the anterior part of the diaphragm 
is inserted. In infants they are mobile—that is, the 
depression only forms during inspiration; in older 
children and adults they are fixed. Harrison’s grooves 
have usually been ascribed to rickets or to a “ sucking- 
in” action of high negative intrathoracic pressure such 
as occurs in chronic bronchial asthma, severe congenital 
heart disease, repeated attacks of pneumonia, and other 
dyspnoeic conditions. 

The present author questions both these concepts of 
the aetiology of Harrison’s grooves. Although rickets 
has now almost disappeared, the grooves are still quite 
common in perfectly healthy children; conversely, in the 
majority of children who have had pulmonary conditions 
that are presumed to cause Harrison’s grooves the chest 
wallis normal. In the author’s view, Harrison’s grooves 
are caused by an unbalanced contraction of the diaphragm 
resulting from a congenital weakness of the anterior 
portion, which is in any case the smallest and weakest 
segment. In the contraction of the normal diaphragm, 
each muscle bundle exerts a pull which is counter- 
balanced by an equal pull of a muscle bundle that is 
radially opposite to it. In dyspnoea the exertions of the 
diaphragmatic muscle are greater than normal, and the 
weak anterior segment, which reaches the limit of its 
power first, is overpowered by the stronger pull of the 
lateral and posterior portions, thus causing a retraction 
of the anterior chest wall along the line of insertion of 
the anterior segment of the diaphragm. When there is 
a congenital weakness of the anterior segment, Harrison’s 
grooves are usually present at or soon after birth. 
When the imbalance of contraction is secondary to 
diseases accompanied by severe dyspnoea, the grooves 
appear after such diseases have been present for some 
time, but while the chest wall is still soft and yielding. 

Marianna Clark 


440. Staphylococcal Pneumonia in the Newborn. An 
Epidemic with 8 Fatal Cases ~ 

D. W. BEAvEN and A. F. Burry. Lancet [Lancet] 
2, 211-215, Aug. 4, 1956. 2 figs., 13 refs. 

An epidemic of staphylococcal pneumonia in the new- 
born, which started in the maternity unit of a private 
hospital in Christchurch, New Zealand, in November, 
1955, is described. Minor skin infections were prevalent 


’ among infants at the time. One infant died in the unit 


and 15 were admitted to Christchurch Public Hospital 
after 3 to 14 days at home—13 with chest infections and 
2 with abscesses; of these 15, 7 died. There were 3 
further cases of pneumonia, which appeared to be due 
to cross-infection in the children’s ward of the public 
hospital, but these were not fatal. 

The first symptoms were nasal discharge, failure to 
feed, and irritability, followed by cough. Dyspnoea, 
pallor, pyrexia, and tachycardia developed about 3 days 
later in the 8 fatal cases. Cyanosis and subnormal 
temperature were present in the terminal stage. Crepi- 
tations and rales were heard in the chest, with reduced 
breath sounds. Dullness on percussion was infrequent, 
in spite of the constant finding of empyema at necropsy 
(6 cases). Radiographs of the chest in 6 of the 8 fatal 
cases showed pleural effusion, always on the right side, 
with tension pneumothorax in 2 cases. Initially, 
chloramphenicol was given, organisms from the skin 
infections being sensitive to this antibiotic, but this 
treatment was ineffective; erythromycin in a dosage of 
40 mg. per lb. (88 mg. per kg.) body weight daily was 
more successful. Empyemata were drained in 2 cases. 
At necropsy the lungs of the infants, all of whom were 
under the age of one month, showed consolidation with 
abscess formation, often subpleural. Segmental involve- 
ment of the lung was common, suggesting aspiration 


of infected material from the nasal fossae, which con- 


tained thick mucopus. No satisfactory reason for the 
more frequent involvement of the right lung was apparent. 
[The authors do not state whether the infants had been 
nursed more often on the right side.] 

Staphylococci cultured both from infants and from 
mothers were insensitive to penicillin, sensitive in varying 
degree to other antibiotics, and completely sensitive only 
to erythromycin. The authors point out that in New 
Zealand the emergence of pathogenic, antibiotic-resistant 
staphylococci has coincided with increased availability of 
broad-spectrum antibiotics. As a result of the experience 
gained in this epidemic the government has withdrawn 
erythromycin from the “free list”, in the hope that 
it may be reserved as a potent weapon against severe 
infections. 

The features of the staphylococcal pneumonia in this 
outbreak followed the usual pattern, but the degree of 
drug resistance was a serious matter. The authors 
[rightly] urge that minor skin infections and nasal dis- 
charge in the newborn should be regarded as potentially 
dangerous. Overcrowding in the nursery should be 
avoided, because the rapid passage of organisms often 
leads to an increase in virulence. 

In an addendum they state that since the paper was 
written erythromycin-resistant strains of staphylococci 
have been isolated. Pamela Aylett 
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441. Effect of Fluoridated Public Water Supplies on 
Dental Caries Prevalence 
F. A. ARNOLD, H. T. DEAN, P. Jay, and J. W. KNUTSON. 
Public Health Reports [Publ. Hlth Rep. (Wash.)] 71, 652- 
658, July, 1956. 7 refs. 


The natural water supplies of Grand Rapids and of 
Muskegon, Michigan, contain about 0-1 part per million 
(p.p.m.) of fluorine as fluoride. In 1944-5 the teeth of 
children at elementary and secondary schools in. each 
town were examined, a total of 19,680 children in Grand 
Rapids and of 4,291 in Muskegon being so examined. 


‘At about the same time fluoride was added to the water 


supply to bring the fluorine content to 1 p.p.m., and 
thereafter the teeth of representative samples of children 
in each age group were examined yearly up to 1954. 
A striking reduction in the amount of dental caries in 
both deciduous and permanent teeth was observed. 
For example, in 1944 the average 6-year-old child had 
6-43 teeth which were decayed or filled or required 
extraction; in 1954 the figure for children in Grand 
Rapids was 2-95, a reduction of 54%. Similar results 
were observed in the permanent teeth of children born 
since fluoridation started, the reduction being about 60°%. 
The authors point out that in Aurora, Illinois, where the 
natural water contains about 1 p.p.m. of fluorine, the 
average number of decayed or filled teeth in a child of 
the same age was 3-36. The results also indicatea some 
dental improvement in subjects whose teeth were fully 
formed when fluoridation began, but the effects on adults 
have not yet been studied. H. E. Magee 


442. Respiratory Symptoms and Pulmonary Disability 
in an Industrial Town. Survey of a Random Sample of 
the Population 

I. T. T. Hicotns, P. D. OLDHAM, A. L. CocHraAne, and 
J. C. Gitson. British Medical Journal [Brit. med. J.] 
2, 904-910, Oct. 20, 1956. 2 figs., bibliography. 


In November, 1954, the Medical Research Council’s 
Pneumoconiosis Research Unit carried out a survey in 
the town of Leigh, Lancashire, one of the objects being 
to compare the incidence of respiratory disease in miners 
with that in non-miners. This industrial town was 
chosen in the expectation of satisfactory random sampling 
of a population containing miners and non-miners. 
Further, it is in the centre of a region with a high mortality 
from bronchitis. Men in the age group 55 to 64 years, 
both miners and controls, were selected by an ingenious 
use of the local electoral roll, a total of 146 miners and 
ex-miners and 99 non-miners being studied. For each 
subject occupational history, respiratory symptoms, 
weight, and height were recorded, ventilatory capacity 
was measured, and chest radiographs were obtained. 

Of the 146 miners, 31 had pneumoconiosis, simple in 
21 and complicated in 10. Breathlessness on effort was 
three times more frequent among miners than among 


Health 


non-miners, and cough and sputum were twice a 
common. Cough and sputum were less frequent in 
miners with pneumoconiosis than in those without; 
dyspnoea was noted less often in simple than in com- 
plicated pneumoconiosis. 

Bronchitis, as defined, was twice as common in miners 


as in the controls, the increased incidence being found ~ 


chiefly in the group without pneumoconiosis; the 
incidence of bronchitis in miners with pneumoconiosis 
was only slightly higher than the incidence in non- 
miners. Ventilatory capacity was significantly reduced 
in miners, in 16°8°% of whom it was below 50 litres per 
minute. Miners without pneumoconiosis were, on the 
average, more disabled than those with the early un- 
complicated form of the disease. Altogether 40 of the 
subjects, miners and controls, had bronchitis, and all of 
these were smokers. J. N. Harris-Jones 


443. Smoke in a London Diesel Bus Garage 

B. T. Commins, R. E. WALLER, and P. J. LAWTHER. 
British Medical Journal [Brit. med. J.| 2, 753-754, 
Sept. 29, 1956. 2 refs. 


The concentration of smoke and of 3:4-benzpyrene 
in the ambient air in and outside a bus garage in south- 
west London was measured between the hours of 6 
p.m. and 7 a.m. It was found that between 1 a.m. 
and 5 a.m. the concentration of smoke and benzpyrene 
inside the garage was similar to that outside; between 
6 p.m. and 11 p.m. and again between 5 a.m. and 7 
a.m., when the buses were coming in and going out, 
the smoke concentration inside was at least twice as 
high as that outside; there was, however, little difference 
between the two sites in the concentration of 3:4-benz- 
pyrene in air. It is concluded that the exhaust smoke 
from these buses contains little, if any, 3:4-benzpyrene. 
A detailed report of the authors’ findings regarding all 
suspected pollutants is to be published later. 

John Pemberton 


444. Outbreak of Food-poisoning from Bread Made of 
Chemically Contaminated Flour 

G. M. Davies and I. Lewss. British Medical Journal 
[Brit. med. J.] 2, 393-398, Aug. 18, 1956. 3 refs. 


The insecticide endrin is derived from dicyclopenta- 
diene, a hydrocarbon which is found in distillates from 
“ cracked ”’ petroleum or coal-tar. It became generally 
available in Britain in March, 1954, and has been used 
with success in the fruit-growing industry. The first 
cases of poisoning due to endrin occurred in May, 1956; 
acute symptoms of food-poisoning developed in 59 
subjects living in the Rural District of Pontardawe, 
Glamorgan, and investigation revealed that the patients 
had eaten bread made from flour which had been con- 
taminated with endrin. Sacks of the flour had been 
carried in a railway wagon in which the insecticide had 
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been spilled some two months before the date of the 
outbreak of poisoning. Endrin was found to be present 
in some parts of the flour in a strength of 5,500 parts 
per million, and samples of the bread contained 150 
parts per million. 

The severity of the illness was directly related to the 
amount of bread eaten, 3 to 4 slices of bread or 2 to 3 
rolls usually being sufficient to produce a convulsion. 
Patients experienced symptoms about 3 hours after 
eating the bread. About 30 patients had major con- 
vulsions, with frothing at the mouth and facial con- 
gestion, the convulsive movements in 2 instances being 
severe enough to cause dislocation of the shoulder. 
Some patients complained of giddiness, weakness, deaf- 
ness, nausea, and abdominal discomfort, while in others 
_ confusion of thought was noticed. Vomiting was re- 
ported by only a few. Recovery was comparatively 
rapid, being complete in most cases within 24 hours. 

In the treatment of endrin poisoning the stomach 
should be washed out and magnesium sulphate adminis- 
tered. The authors state that it may be necessary to 
give intravenous injections of glucose or amino-acids, 
and that barbiturate therapy may be employed for 
symptoms attributable to poisoning of the nervous 
system. A. Garland 


445. Poliomyelitis in Suburban Surrey. Clinical and 
Epidemiological Observations in the Light of Virus 
Isolation from Faeces 

A. F. Huston, J. B. Morwoop, G. J. CHRISTOFINIS, and 
W. Woop. British Medical Journal [Brit. med. J.] 
2, 629-634, Sept. 15, 1956. 2 figs., 23 refs. 


The results of a clinical, epidemiological, and viro- 
logical study of an outbreak of poliomyelitis in suburban 
Surrey between September and December, 1955, are 
described. Altogether 84 patients suspected of having 
poliomyelitis were admitted to hospital during the period, 
and single specimens of faeces from 66 were examined 
for poliomyelitis virus by tissue-culture methods. Polio- 
myelitis virus was isolated from the faeces in 23 out of 
27 cases of paralytic poliomyelitis (Type 1 in 15 and 
Type 3 in 8) and was excreted in 12 out of 18 cases of 
non-paralytic poliomyelitis (Type 1 in 9 and Type 3 in 3); 
3 of the other 6 patients in the latter group excreted a 


strain of “orphan” virus. Of 21 patients in whom | 


poliomyelitis was not diagnosed clinically, 4 excreted 
virus (Type 1 in 3 and Type 3 in one). Infection with 
Type-2 virus was not found in any of the cases. 
Clinically, the diphasic febrile illness was a marked 
feature in 26 of the 39 cases in which the virus was 
isolated and in 6 of the remaining 27. Other clinical 
features of value in the early diagnosis of the disease 
were stiffness of the spine, ocular signs, disturbances of 
bladder function, and tremor. The value of virus 
isolation in diagnosis was confirmed by the observed 
correlation between the clinical and virological findings; 
in addition: there was a close correlation between the 
latter and cellular response in the cerebrospinal fluid. 
The virus was not isolated from any case in which the 
cerebrospinal fluid was normal. It was often possible 
to establish direct or indirect contact between localized 
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groups of cases of Type-1 infection, but cases of Type-3 
infection did not appear to be in well-defined groups. 
Investigation of an outbreak among 41 school children, 
including 3 with clinical poliomyelitis, 4 with transient 
febrile illness, and 34 who were clinically normal, 
revealed a wide dissemination of virus among close 
contacts. R. G. Meyer 


446. Studies in the Epidemiology of Poliomyelitis in 
an Island Community. I. Pattern of the Poliomyelitis 
Epidemic on the Aaland Islands in 1953. II. Distribution 
of Virus in a Community during and after an Epidemic. 
Ill. Development of Neutralising Antibodies against the — 
Three Types of Poliomyelitis Virus during an Epidemic. 
{In English] 

N. Oxer-BiLom and H. STRANDSTROM. Annales medi- 
cinae experimentalis et biologiae Fenniae [Ann. Med. exp. 
Biol. Fenn.| 34, 170-176, 177-185, 186-198, 1956. 
4 figs. 


In the spring and summer of 1953 an epidemic of 

poliomyelitis (Type-1 virus) struck the archipelago of 
the Aaland Islands, some 6,000 in number, situated mid- 
way between Finland and Sweden, and with a population 
of just over 22,000. This was the first poliomyelitis 
epidemic ever recorded in these islands, although sporadic 
cases had previously occurred. In all, 59 cases were 
reported of which 23 were paralytic, the highest incidence 
of paralysis being in the age group 15-20. No paralytic 
cases were seen in the towns, all being in rural areas. 
The mortality was 119%. The disease is believed to have 
been brought over to the islands from Sweden, which 
in the same year suffered a severe poliomyelitis epidemic, 
also of Type 1. 
. In order to assess the distribution of the virus in 
patients and the general community, stools were collected 
and examined for the presence of virus by means of 
human-fibroblast cultures and MHeLa-cell cultures. 
Type-1 poliomyelitis virus was isolated in 8 (47%) of 
17 of the paralytic and in 8 (31%) of 26 non- 
paralytic cases. In apparently healthy contacts of 
patients and in a 5% sample of the community the same 
virus was found in 3-5%% of cultures from persons in 
urban areas and in 6% of those from rural areas. No 
positive cultures were obtained from inhabitants of the 
many small outlying islands. The reasons for this low 
rate of isolation were thought to be the poor storage 
facilities available and the use of too small inocula for 
the cultures. Stool examinations were continued 
as a routine for the next 2 years (1954 and 1955), and 
although no clinical cases of poliomyelitis occurred, 
Type-1 virus was found in three cases. 

In a further investigation an estimation of the level of 
neutralizing antibodies during and after the epidemic 
was carried out. An increase in Type-1 antibodies was 
shown. in several areas. On the basis of these immuno- 
logical findings it was calculated that for every clinical 
case of poliomyelitis, paralytic and non-paralytic, from 
230 to 520 subclinical infections occurred, suggesting 
that between 25 and 50% of the population had been 
exposed to infection at some time during or after the 
epidemic. John Fry 
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147. Toxicity Tests of Decaborane for Laboratory 
Animals. III. Chronic Inhalation Studies 

L. SvmsBety and J. C. Roperts. A.M.A. Archives of 
Industrial Health [A.M.A. Arch. industr. Hlth] 14, 163- 
168, Aug., 1956. 2 figs., 9 refs. 


When decaborane [BioHi4] at a concentration of 
+5 p.p.m. is inhaled by experimental animals, rabbits 
ire very susceptible, dogs and monkeys are moderately 
susceptible, and mice and rats are more resistant to the 
oxic effects. The toxic effects of this hydride are 
ipparently due to interference with actively metabolizing 
-ells as indicated by clinical symptoms as well as hemato- 
ogic, enzymatic, and histopathologic changes.— 
‘Authors’ summary.] 


148. Investigations into the Injurious Effects of Glass 
ind Mineral Wool. (Untersuchungen iiber Gesundheits- 
schadigungen durch Glaswolle und Steinwolle) 

Zentralblatt fiir Arbeitsmedizin und 
Arbeitsschutz (Zbl. ArbMed. ArbSchutz] 6, 181- 191, Aug. bs 


1956. 40 refs. 


In an attempt to determine whether glass wool and 
nineral wool, which are used as insulating materials, 
are likely to produce severe injury to the lung of the 
nature of silicosis, the author has made a comprehensive 


survey of the world literature on the subject and here 
presents the results, together with those of his personal 
industrial experience and also those of various animal 
experiments. 

From his own experience of these materials he empha- 
sizes their capacity for producing intense irritation and 
inflammation of the skin, eyes, and upper respiratory 
passages; nevertheless in a series of cases in which there 
had also been exposure to asbestos and kieselguhr the 
chest radiograph showed only “suspected deposition 
of asbestos or silicate dust”. Even in men engaged in 


the manufacture of mirror glass, in which the exposure © 


was heavy and the glass used contained 75% of quartz 
and 10°% of soda and lime, the radiological picture of 
lungs showing dust deposition was not characteristic of 
true silicosis. Reports in the literature appear to con- 
firm the view that while mechanical irritation of pul- 
monary tissues by the fine needle-like particles of glass 
and mineral wools may cause chronic bronchitis and 
congestion, true silicosis occurs only in workers who 
have been simultaneously exposed to asbestos and 
kieselguhr. 

In the animal experiments, which were designed to 
compare the effects of glass and mineral wools with those 
of quartz, all three materials were reduced to a particle 


size not exceeding 3 py, sterilized, and injected ina 1% . 


aqueous suspension intraperitoneally into mice over 
periods of 5 weeks to 3 months. Macroscopical and 
microscopical examination of the lungs showed a clear 
distinction between the fibrotic lesions in the animals 


exposed to quartz dust and those in animals exposed to 
glass and mineral wools. The former showed the forma- 
tion of nodular concentric layers of fibrous tissue, as in 
human silicosis, and chronic inflammatory reticulosis of 
the lymph nodes; in the latter there was a greater depo- 
sition of dust, with phagocytosis and the formation of 
collagenous fibres surrounding the central deposits, 
presenting a picture resembling that of asbestosis but 
not true silicotic nodulation. _ These distinctions between 
the effects of quartz and those of “ vitroid”’ silicates 
have been confirmed by the investigations of other 
authorities on related substances, such as opal, cristo- 
balite, and silica gel, the non-crystalline structure of 
which, however, militates against a silicogenic effect. 
Although the chronic bronchitis, emphysema, bronchi- 
ectasis, and a tendency to pneumonic infections following 
long exposure to glass and mineral wools must be taken 
into account in classifying such exposure as an 
industrial hazard, the author does not regard them 
as conforming strictly to the relevant German Industrial 
Diseases Schedule. The prophylactic measures recom- 
mended include removal of the dust by mechanical 
ventilation, the wearing of woollen, loose-fitting under- 
clothing which should be frequently washed, careful 
washing of the skin, avoiding undue friction, the use of 
barrier creams and non-irritating skin cleansing materials, 
the immediate medical treatment of even quite slight 
skin lesions, and in special cases the use of respirators 
with filters specially constructed for the exclusion of fine 
dusts. Ethel Browning 


449. The Relationship between Ventilatory Capacity and 
Simple Pneumoconiosis in Coalworkers. The Effect of 
Population Selection 

R. G. CARPENTER, A. L. COCHRANE, J. C. GILSON, and 
I. T. T. Hiccmns. British Journal of Industrial Medicine 
[Brit. J. industr. Med.| 13, 166-176, July, 1956. 9 figs., 
37 refs. 


An attempt was made by the M.R.C. Pneumoconiosis 
Research Unit to relate the degree of dyspnoea in men 
with simple coal-workers’ pneumoconiosis to the radio- 
logical category of pneumoconiosis present. Previous 
studies have given varying results owing partly to the 
method of selection of subjects, and the present authors 
have tried to avoid this by studying representative groups 
of miners and ex-miners. The maximum voluntary 
ventilation (M.V.V.)}—the volume of gas expelled in the 
first 0-75 second of a forced expiration after maximum 
inspiration—was used as an objective measurement of 
lung function. The method of selection of subjects 
(from men living in a geographically defined area) is 
discussed and the method of study described. The 
groups studied were (1) 204 miners applying for com- 
pensation, (2) a working pit population of 223, and (3) 
three random samples of miners and ex-miners with and 
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without pneumoconiosis (two from Rhondda Fach and 
one from Lancashire), totalling 553 subjects. Com- 
parable groups of non-miners were also studied. 

While it was confirmed that ventilatory capacity 
declines in linear relation with increasing age in non- 
mining males, it was found that the M.V.V. tended to 
rise with the category of simple pneumoconiosis in 
Group 1 and to fall in Group 2; the former finding was 
unexpected, and no reason for it can be offered. Study 
of the first sample of the Rhondda Fach population, 
drawn from the age groups 25-34 and 55-64 years, 
showed that in both age groups there was a significant 
reduction of the M.V.V. among miners and ex-miners 
without pneumoconiosis as compared with non-miners, 
and a slight but not significant further reduction among 
those with pneumoconiosis in the older age group. 
Further, an excessive proportion of miners without 
pneumoconiosis had.an M.V.V. of less than 50 litres per 
minute (corresponding to a clinical assessment of breath- 
lessness between Grades 2 and 3), compared with the 
proportion fourfd in miners with pneumoconiosis of 
radiological Category 3—another unexpected finding. 
In the other two random samples a like trend was 
apparent, even after excluding men with bronchitic 
disease. A further unexplained finding was that at 
age 55-64 years miners with normal x-ray appearances 
tend to give lower M.V.V. values than those with early 
simple pneumoconiosis. L. W. Hale 


450. Factors Influencing the Radiological Progression 
Rate of Progressive Massive Fibrosis 

A. L. CocHRANE and R. G. CARPENTER. British Journal 
of Industrial Medicine [Brit. J. industr. Med.) 13, 177- 
183, July, 1956. 1 fig., 9 refs. 


In view of the large number of coal-miners with pro- 
gressive massive fibrosis (P.M.F.) who at present con- 
tinue to work in the mines, a study was undertaken by 
the M.R.C. Pneumoconiosis Research Unit in South 
Wales to determine whether the rate of progression of 
P.M.F. is higher among such men than among those 
who leave the mines to work elsewhere. For such an 
investigation the most satisfactory method would be to 
allocate miners with P.M.F. at random to two groups, 
to arrange for one to continue mining and the other to 
give it up, and to compare their condition after 2 or 
3 years. Since this is not possible it is necessary to 
compare groups which are perforce “ self-selected *’ and 
not strictly comparable; for example, men with P.M.F. 
no longer working in the mines are likely to include a 
higher proportion of more severe cases than those who 
elect to stay on. To minimize the effects of such selec- 
tion the method was adopted of using as large and 
complete a population as possible, of restricting the 
study to men with early (Grade A) P.M.F., thus reducing 
the likelihood of deaths occurring during the study, and 


of observing them for a relatively short period. The - 


number of subjects was 342, and radiographs taken in 
1950-1 were compared with those taken in 1953. 
Analysis of the results showed: (a) that the proportion 
of cases of P.M.F. showing progression declined signi- 
ficantly with age; (5) that the proportion of mineworkers 


INDUSTRIAL MEDICINE 


showing progression was definitely, but not significantly, 
higher than that among those who had left the mines; 
and (c) that the proportion of coal-face workers showing 
progression was significantly higher (by 21%) than that 
of men employed on light indoor work outside the mines, 
heavy work predisposing to progression whether in the 
mines or elsewhere. It is considered that these results 
indicate the need for further efforts aimed at “ post- 
poning the attainment of category 2, simple pneumo- 
coniosis” (at which stage there is increasing risk of 
development of P.M.F.) as long as possible and that 
young men with P.M.F. of Grade A should be dissuaded 
from continuing at face-work. L. W. Hale 


451 (a). A Study of Dust Toxicity Using a Quantitative 
Tissue Culture Technique 

J. Marxs, M. A. Mason, and G. NAGELSCHMIDT. 
British Journal of Industrial Medicine [Brit. J. industr. 
Med.) 13, 187-191, July, 1956. 25 refs. 


451 (6). A Quantitative Technique for Studying the Effect 
of Dust on Phagocytic Cells in vitro 

J. Marks and M. A. Mason. British Journal of Indus- 
trial Medicine [Brit. J. industr. Med.| 13, 192-195, July, 
1956. 2 figs. 


The short-term toxicity of certain dusts on tissue 
cultures was compared with their reported effects on 
living animals. The tissue-culture technique, whereby 
the concentration of dust necessary to produce a standard 
degree of cell damage is determined, is described in the 
second of these two papers. Studies of the effects on 
leucocyte cultures of four forms of silica (tridymite, 
cristobalite, quartz, and vitreous silica) showed the two 
former to be eight times more toxic than the latter. 
Toxicity increased with the specific surface of the dust 
in samples of tridymite and quartz. The effects of these 
dusts in vitro correlated well with their fibrogenic activity 
in vivo. 

Similar studies with felspar, mica, and kaolin, how- 
ever, showed these silicates to be unexpectedly toxic in 
vitro, the effect of kaolin being equal to that of quartz. 
Leucocytes in culture tolerated coal dust (which is rela- 
tively harmless in vivo) comparatively well, and many of 
the phagocytes remained active despite the ingestion of 
large amounts of coal. Differences between the effects 
of samples from differing “‘ ranks ” of coal were probably 
due only to differences in dispersion of the particles. 

A study of the effect on the toxicity of silica in vitro 
of certain aluminium and iron compounds and of mica, 
felspar, and kaolin showed that potassium aluminium 
phosphate had a considerable protective effect, whereas 
alumina, ferric chloride, mica, and felspar were only 
weakly protective and kaolin not at all. 

The authors conclude that injury to the phagocytic 
cell is the stimulus causing fibrosis in pneumoconiosis. 
It is suggested that this method of estimating dust 
toxicity should be useful for screening substances for 
protective action against dust toxicity and for investi- 
gating the mechanism of such toxicity, perhaps by 
studying the effects of physical and chemical modification 
of the surface of the particles. L. W. Hale 
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Anaesthetics 


452. Analgesia with Nitrous Oxide—Oxygen—Curare for 
“Major Surgery in the Poor-risk Patient 

M. L. Hevtter, T. R. Watson, and R. C. Storrs. 
Journal of the American Medical Association [J. Amer. 
med. Ass.) 161, 1534-1542, Aug. 18, 1956. 5 figs., 
:7 refs. 


The authors have devoted 10 years of clinical study 
ot the Hitchcock Clinic (Dartmouth Medical School) 
Hanover, New Hampshire, to an evaluation of the uses 
of light anaesthesia in poor-risk patients suffering from 
old age, general debility, or some specific disease. Their 
‘echnique of administration involves special attention to 
premedication and induction. For the former, quinal- 
harbitone, 25 to 100 mg.; morphine, 4 to 8 mg., or 
pethidine, 25 to 75 mg.; and scopolamine, 0-2 to 0-3 mg., 
«re used, additional quinalbarbitone being given intra- 
\enously if necessary before induction, the aim being to 
ake the patient sleepy, but still responsive to question- 
ing. Scopolamine is preferred to atropine for its 
.edative effect, and the authors have not met the excita- 
bility and delirium usually associated with this drug in 
older age groups. They consider that the main purpose 
of premedication is to assist during the period of induc- 
tion, until full denitrogenation has taken place, when 
the administration of the anaesthetic becomes easier. 
To allow for thorough elimination of nitrogen, induction 
must take at least 15 to 30 minutes to complete. 

Thiopentone is avoided by the authors in poor-risk 
cases on account of its potential bronchospastic and 
hypotensive effects. Oxygen is given in 30° concen- 
tration at first, but this is gradually raised to 50°% as 
enaesthesia proceeds. No relaxant is given until 
induction is complete, and the choice of drug is here 
influenced by the usual factors. During the first half- 
hour of the operation it may be necessary to supplement 
anaesthesia with pethidine, 10 to 25 mg. intravenously. 
Great importance is accorded to the type of machine 
used, and a demand-flow apparatus with circle absorber 
is strongly advocated. 

In the authors’ experience prolonged apnoea has not 
been a serious problem, and assisted respiration was 
performed in all cases through an airway or endotracheal 
tube. It is their practice to give 100% oxygen for 
several minutes at the end of the operation “* in order to. 
supply a high alveolar oxygen concentration during this 
period when a large volume of nitrous oxide is being 
released from the body tissues into the lungs ”’. 

The authors claim a significant absence of cardiac 
irritability and arrhythmia, and of the marked hypo- 
tension commonly met with during deeper anaesthesia. 

(Unfortunately, the: authors give insufficient data to 
allow of an adequate assessment of their method, some 
of their postulations being contrary to pharmacological 
and clinical experience and thus requiring a more 
scientific presentation before they can be readily 
accepted. ] Michael Kerr 


453. Anaesthesia with Controlled Positive and Negative 
Pressure Respiration. 1. A Clinical Evaluation 

A. B. Dosxkin, C. A. Husay, H. J. MENDELSOHN, and 
R. A. Hincson. British Journal of Anaesthesia {Brit. J. 
Anaesth.| 28, 296-323, July, 1956. 10 figs., biblio- 
graphy. 


In an extensive investigation, of which the first part is 
here reported, the efficiency of various methods of 
controlled respiration were studied under clinical con- 
ditions at the College of Medicine, Saskatoon, Canada. 
Arterial blood samples were analysed for total serum 
carbon dioxide and oxygen content and for pH. The 
pulmonary ventilation was measured with a Lilley 
pneumotachograph, and measurements were also made 
of the intratracheal pressure, the arterial blood pressure, 
and the carbon dioxide content of the expired gases. 
In addition a continuous electrocardiographic recording 
was made in all cases subjected to intrathoracic surgery. 
Two groups of patients were studied. (1) Those with 
normal lungs undergoing various intra- and extra- 
thoracic operations. Anaesthesia with thiopentone— 
nitrous-oxide—oxygen and curare was usually employed 
together with either manual or mechanical controlled 
respiration (the ‘‘ Ohio ’ automatic pressure respirator). 
It was found that adequate oxygenation and CO, 
elimination were obtained with either method of control 
in most of the cases. 

(2) The second group comprised patients undergoing 
operation for pulmonary disease, chiefly advanced pul- 
monary tuberculosis. A standardized anaesthetic tech- 
nique was employed, using the same anaesthetics as in 
Group 1. Some of these patients were ventilated with a 
Blease “‘ pulmofiator ”’ set at the basal tidal volume and 
a rate of 18 per minute. In the remainder respiration 
was controlled either manually or by the Ohio respirator, 
with fixed tidal volume but with four different pressure 
patterns. The authors give details of the anaesthetic 
management, blood chemistry, and other findings in 
each individual patient. The most satisfactory pattern 
of mechanical respiration was found to be a rhythm of 
—15 mm. Hg, then atmospheric pressure, followed by 
—5 mm. Hg, in phases of equal duration. None of the 
patients showed serious cardiovascular depression as a 
result of the method or pattern of controlled respiration. 

Mark Swerdlow 


454. Heat-stroke during and after Anaesthesia 
T. A. B. Harris and A. M. Hutton. Lancet [Lancet] 
2, 1024-1025, Nov. 17, 1956. 1 fig. 


455. Chlorpromazine: a Report of One Death and Eight 
Near Fatalities following Its Use in Conjunction with 
Spinal, Epidural, and Celiac Plexus Block 

D. C. Moore and L. D. BripeNBAUGH. Surgery [Sur- . 
gery] 40, 543-545, Sept., 1956. 
143 


17 refs. 
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456. Angiocardiography in Intrathoracic Tumours with 
Particular Reference to the Question of Operability. 
P. AMUNDSEN and E, SGRENSEN. Acta radiologica [Acta 
radiol. (Stockh.)] 45, 185-198, March, 1956. 7 figs., 
13 refs. 


The authors describe their technique of angiocardio- 
graphy and the indications for this procedure in the 
diagnosis and prognosis of intrathoracic tumours. Ina 
review of 180 angiocardiograms taken at Ulleval Hospital, 
Oslo, since 1949, 41 were considered of sufficiently good 
technical quality to meet present-day criteria as a basis 
for diagnosis. In regard to the indications for angio- 
cardiography the authors state that they have found it 
of no help in deciding whether a pathological process is 
due to neoplasm or not; on the other hand it has proved 
of great value in deciding on the operability of a parti- 
cular case. Cases are considered to be inoperable when 
the great vessels are either extensively involved or else 
involved locally in such a position as to render pneu- 
monectomy or lobectomy impossible. They consider 
that angiocardiography is contraindicated in those cases 
in which other methods of examination have already 
revealed their inoperability. They agree with Dotter 
and Steinberg, who pointed out that the absence of 
vascular involvement is not necessarily indicative of a 
favourable prognosis, for a posteriorly situated tumour 
may not involve or even influence the large vessels. 

The authors conclude therefore that the main indica- 
tion for angiocardiography in cases of tumour of the 
lung and mediastinum is in helping to decide clinically 
whether a neoplasm is operable or not and to provide 
the surgeon with information regarding the anatomical 
extent of the lesion. M. E. Grossmann 


457. The Physiologic Effect of Contrast Media Used 
for Angiocardiography 
G. G. Rowe, J. H. Huston, H. TUCHMAN, G. M. Max- 
WELL, A. B. WEINSTEIN, and C, W. CRUMPTON. Cir- 
culation [Circulation (N.Y.)| 13, 896-904, June, 1956. 
3 figs., 15 refs. 


Out of 249 patients examined by angiocardiography 
on 283 occasions at the University of Wisconsin Hos- 
pitals, Madison, 5 died, these deaths being attributed to 
the contrast medium used (“‘ neo-iopax”’). It has been 
shown that fatal accidents following angiocardiography 
are most common in patients with congenital heart 
disease of the cyanotic typé, and of the 5 deaths here 
reported 3 occurred in patients with atrial septal defect, 
one in a patient with rheumatic mitral disease, and one 
in a patient with tetralogy of Fallot. 

In order to determine the haemodynamic effects of 
contrast substances experiments were carried out on 12 
dogs. These showed that all the contrast media tested 
(diodone, neo-iopax, and urokon produced marked 
responses. In general there was a temporary increase 
in right atrial and pulmonary arterial pressures, 
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followed by a marked fall in systemic arterial pressure 
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accompanied by tachycardia. The probable effects of 
these changes in the presence of shunts within the heart 
or between the aorta and pulmonary artery are fully 
discussed; but the limited nature of the experiments 
does not allow of any conclusive comparison of the 
different physiological properties of the. three contrast 
media investigated. M. E. Grossmann 


458. Evaluation of the Recumbent Esophagogram in the 
Early Detection of Left Atrial Enlargement 

S. ScHorr, F. Dreyruss, and M. FRANKEL. Radiology 
[Radiology] 67, 186-194, Aug., 1956. 9 figs., 10 refs. 


The radiological diagnosis of slight left auricular 
enlargement is usually based upon oesophageal dis- 
placement, which is visible in oesophagograms taken in 
the right anterior oblique or lateral positions, and the 
sign is normally elicited fluoroscopically with the patient 
erect. Some radiologists prefer examination in the 
supine position, while others contend that this posture 
results in a high percentage of false positive appearances. 
In order to evaluate the results of examination in the 
recumbent position the authors, working at the Hadassah 
University Hospital, Jerusalem, have examined 114 non- 
cardiac patients and 197 with cardiac lesions, of whom 
173 had clinical evidence of mitral disease. 

Of the 173 patients with mitral disease, enlargement of 
the left auricle was demonstrated in the oesophagogram 
taken in both the supine and erect positions in 62 cases 
and in the former position only in 84; in no case 
was the enlarged chamber demonstrated in oesophago- 
grams taken in the erect position only. Among the 114 
normal patients, oesophageal displacement was demon- 
strated in 6 cases in the recumbent position only, and 
in both the erect and supine positions in 3 others. The 
authors conclude that “the recumbent oesophagogram 
is a reliable and sensitive indicator of slight left atrial 
enlargement ”’. D. E. Fletcher 


459. Roentgenographic Manifestations of Congenital 
Megacolon (Hirschsprung’s Disease) in Early Infancy 

C. Z. BERMAN. Pediatrics [Pediatrics] 18, 227-238, Aug., 
1956. 9 figs., 10 refs. 


. The author sets out to establish radiological criteria 
for the diagnosis of Hirschsprung’s disease in newborn 
infants during the first weeks of life, and for its differen- 
tiation from intestinal obstruction. A review of the 
literature indicated that there is general agreement that 
useful pointers to the presence of congenital megacolon 
are provided by plajn radiographs taken in the supine 
and erect positions. The barium-<nema may be normal 
in the earliest period, but even then an abnormal stasis 
of the barium seen subsequently may lead to the diag- 
nosis of an aganglionic segment. — 

At Boston Floating Hospital (Tufts University Medical 
School), Boston, a study of the radiographs of 23 cases 
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of histologically confirmed Hirschsprung’s disease 
-howed that the site of origin of the aganglionic segment 
aried. In 17 cases it was at the recto-sigmoid or sigmoid 
‘evel, in 2 in the lower descending colon, in 2 at the splenic 
‘iexure, in one in the proximal ascending colon, and in 
one in the terminal ileum. In all the cases the failure of 
-anglion development was found to continue distally as 
ar as the rectum. 

An abnormal degree of intestinal gaseous distension, 
definitely identified as being in the colon, was noted in 
‘8 cases. The difficulty in distinguishing whether the 
lilatation was in the small or large intestine could some- 
imes be resolved by taking films with the infant inverted. 
n control films taken from infants suffering from other 
ypes of intestinal obstruction the characteristic small- 
,owel dilatation was usually evident. The barium 
nema is administered without previous cleansing in 
order to demonstrate the transition from dilated to 
ganglionic bowel. If the site of transition is near the 
»roximal end the bowel may appear normal, but studies 
om successive days after evacuation may reveal the 
-bnormality. Difficulty may also result in the case of a 
2sion commencing so low in the rectum as to simulate 
he anal canal. The author concludes from this study 
‘hat in cases of suspected congenital megacolon radio- 
sraphic examination even within a few days of birth 
nay be rewarding. A. M. Rackow 


160. Carcinoma of the Stomach. A Roentgenological 
study Based on 122 Histologically Verified Cases. [In 
“nglish] 

<. KKETTUNEN. Annales chirurgiae et gynaecologiae 
Senniae [Ann. Chir. Gynaec. Fenn.] 45, Suppl. 9, 1-62, 


‘956. 30 figs., bibliography. 


2%. E. Orroman, J. H. Wooprurr, S. WILK, and F. Isaac. 
Radiology [Radiology] 67, 157-167, Aug., 1956. 8 figs., 
42 refs. 


Acute necrosis of the renal papillae may complicate 
pyelonephritis in cases of diabetes or obstructive uro- 


pathy. The clinical features are those of renal failure, 
that is, oliguria and a raised blood urea content, together 
with costovertebral tenderness, pyuria, and some haemat- 
uria. The course is frequently acute and the condition 
is usually fatal. While the diagnosis may be made by 
microscopical identification of the urinary debris, the 
condition is usually not recognized until necropsy. In 
this paper the authors present the radiological findings 
in 8 cases of necrotizing renal papillitis seen at the 
University of California Medical Center, Los Angeles. 
Because of the poor renal function in these cases 
radiological examination is best carried out by ascending 
pyelography. In the early stages of papillary necrosis 
the radiograph shows calyceal haziness, followed by 
ulceration and the formation of sinuses. The papillae 
may become completely separated, producing irregular 
club-shaped calyces and intrapelvic filling defects. In 
medullary necrosis there may be intramedullary cavities 
communicating with the calyces. While there are no 


specific radiological features, the above findings, taken 
together with the clinical or pathological features, 
usually suggest the correct diagnosis. 

D. E. Fletcher 


462. Cholecystangiography Using Biligrafin Forte 
F. G. ANDERSON. British Journal of Radiology (Brit. J. 
Radiol.] 29, 504-507, Sept., 1956. 9 figs. 


“ Biligrafin forte” is a 50% solution of the methyl 
glucaminate N:N’-adipic-di-(3-amino-2:4:6-triiodoben- 
zoic acid); it contains 5-0 g. of iodine in 20 ml.—nearly 
twice the iodine content of the original ** biligrafin I.V.”’. 
In this paper from Walton Hospital, Liverpool, the 
author reports the use of biligrafin forte, given intra- 
venously, as the contrast medium for cholecystangio- 
graphy in 31 patients (33 examinations); in 15 of these 
patients cholecystangiograms had also been obtained 
after administration of iopanoic acid (‘‘ telepaque ”’) by 
mouth. In 11 patients a double dose of telepaque failed 
to outline the gall-bladder. In 5 of these biligrafin forte 
filled the gall-bladder, revealing the presence of gall- 
stones, and in the remaining 6 it outlined the ducts only, 
confirming the presence of “ gall-bladder pathology ”. 
In 6 out of 7 patients who had been subjected to chole- 
cystectomy the ducts were successfully outlined with 
biligrafin forte, which produced a much denser shadow 
than did the original 20% biligrafin I.V. One patient 
experienced a severe reaction 3 to 4 minutes after the 
end of the injection; peripheral circulatory collapse 
occurred and the liver was tender to palpation, but 
recovery followed administration of adrenaline. 

G. Ansell 


463. The Importance of Myelography in Spinal Patho- 
logy. Analytical Study of 150 Cases 

F. J. Borrevui and A. A. MAGLIONE. American Journal 
of Roentgenology, Radium Therapy and Nuclear Medicine 
[Amer. J. Roentgenol.) 76, 273-289, Aug., 1956. 16 figs., 
bibliography. 

A critical analysis is presented of 150 cases in which 
myelography was carried out at the Flower and Fifth 
Avenue Hospitals (New York Medical College) during 
the period 1950-3. 

The following types of filling defect were encountered 
in cases of spinal tumour. (1) Fusiform defects with 
absence of clear-cut margins; these are characteristic of 
intramedullary tumours. (2) Sharply defined rounded 
defects and concave defects; these are characteristic of 
intradural tumours. (3) Pressure or indentation defects; 
these are usually caused by pressure from an extradural 
tumour. (4) Incomplete or complete block of the opaque 
column; this may be caused by any type of spinal 
tumour (as well as a large prolapsed disk) and the dif- 
ferential diagnosis between these lesions in the presence 
of a block is difficult and often impossible (as in 7 cases 
in the present series). 

The following types of deformity of the opaque column 
were observed in cases of prolapse of the intervertebral 
disk. (1) Unilateral filling defect in 38% of cases. [The 
total number of cases is not stated.) (2) Bilateral hour- 
glass deformity in 13%. (3) Partial or complete obstruc- 
tion in 8%. (4) Anterior indentation or defect in the 
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opaque column in the lateral view with the patient in 
the prone position. A slight indentation of the column 
is normally present at the level of each intervertebral 
disk, but if its depth is greater than 2 mm. it is of diag- 
nostic significance. This defect, alone or in association 
with a lateral filling defect or hour-glass deformity, was 
seen in 30% of cases. (5) “ Veil” defect. This consists 
of an area of decreased density within the opaque 
column and results from a small midline protrusion. 
It was observed in only 2 cases. (6) Asymmetry or 
amputation of nerve sleeves were uncommon in this 
series and were found in only 5 cases. 

The correlation of the myelographic findings with the 
lesions found at operation is discussed, and the causes of 
error are described. In this series the over-all accuracy 
of radiological diagnosis was 88%. In cases of disk 
protrusion the over-all proven accuracy was 85%. 

J. MacD. Holmes 


464. Myelography of Complete Spinal Obstruction 

A. S. Tucker. American Journal of Roentgenology, 
Radium Therapy and Nuclear Medicine [Amer. J. Roent- 
genol.| 76, 248-269, Aug., 1956. 29 figs., 19 refs. 


Out of a series of 196 consecutive myelograms obtained 
at the Cleveland Clinic, Cleveland, Ohio, during the 
years 1949-53, 75 (38-89%) showed complete obstruction 
of the spinal canal,—in the thoracic spine in 41 cases 
(54-7%), in the lumbar spine in 27 (36%), in the cervical 
spine in 6 (8%), and in the sacral region (due to an 
ependymoma) in one case. A complete spinal obstruc- 
tion almost always denotes an emergency needing prompt 
surgical treatment, and in all but one of these 75 cases 
an immediate laminectomy was performed, enabling the 
myelographic findings to be checked. Only in 3 cases 
was the obstruction due to an intramedullary lesion. 

Neurofibroma was the commonest cause of obstruc- 
tion, being present in 15 cases (20%), in most of which 
it was extradural. Spinal meningiomata were found in 
11 cases (14-7%), all being classic examples of intradural 
tumours. In 15 cases (20%) the obstruction was due 
to various types of malignant tumour, all of these being 
extradural. In 12 cases (16%) the obstruction was found 
to be due to a ruptured intervertebral disk, the most 
striking examples being 2 cases in which large fragments 
of the nucleus pulposus were extruded through a rent 
in the dura and were found free in the subarachnoid 
space among the roots of the cauda equina. In both 
cases the protrusion occurred at the first lumbar inter- 
space. 

In many instances it is possible to determine the cause 
of an obstruction resulting from an extramedullary lesion 
by observing the appearance of the contrast medium in 
the subarachnoid space. The column of medium may 
terminate in a fragmentary manner, which suggests sub- 
arachnoid adhesions, or it may terminate abruptly. If 
the end of the column is concave, as if partly encom- 
passing the obstruction, that obstruction is almost certain 
to be intradural. If the column is frayed out, or funnelled 
into a narrow channel—almost always in an eccentric 
position in the vertebral canal—it is possible that the 
lesion is extradural. J. MacD. Holmes 
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465. Extra-focal Radiotherapy in Cases of Sympathetic 
Pain in Malignant Disease. (Bueouaropaa pexTrenote- 
panua cummaTHyeckHx 6onAax y pakoM) 
B. I. Rapoport, A. I. IL’evicn, and E. M. KRASTINA. 
Kaunurecxan Meduyuna [Klin. Med. (Mosk.)] 34, 63- 
64, No. 8, Aug., 1956. 


In the later stages of malignant disease there may 
develop most distressing and intense pain of a sym- 
pathetic character; this mostly affects the extremities 
and is often accompanied by paraesthesiae. At the 
Radiological and Oncological Institute, Kharkov, the 
authors were able to relieve these pains by irradiating 
the painful areas. The technical details were as follows: 
120 kV, 5 mA, 3-mm. Al filter, with F.S.D. of 24 cm. 
No cone was used, and individual doses ranged from 
75 to 100 r at each treatment. Each field was repeatedly 
irradiated at intervals of one to two days, one or two 
fields being treated at one sitting. The whole course 
consisted of 6 to 8 sittings and the total dose ranged 
from 1,200 to 1,500 r. Of the 33 cases so treated, the 
pain disappeared altogether in 7, was greatly relieved 
in 15, and moderately relieved in 4 cases; there was no 
response in the remaining 7 cases. A, Orley 


466. Ultrasoft Roentgen Rays in the Treatment of 
Hemangiomas. A Follow-up Examination of 400 Cases 
of Strawberry Marks and Port-wine Stains 
E. Amprup and G. KNuDSEN. Radiology [Radiology] 
66, 825-834, June, 1956. 5 figs., 48 refs. 


Ultrasoft rays have been found to be suitable for the 
treatment of both flat and elevated hemangiomas. They 
may be given to all superficial hemangiomas, irrespective 
of their location. The technic is simple and the adminis- 
tration rapid, requiring a few seconds up to a few 
minutes. This is an obvious advantage, especially in 
the case of a young, restless child. Careful shielding 
of the surrounding, unaffected tissue is important. 
Flat lesions are irradiated directly; for the elevated 
variety, compression must be used. Radiation with a 
half-value layer of less than 2 mm. of skin is to be 
preferred. The radiation factors at present most fre- 
quently employed by the authors are: 30 kV and 1-35 
or 1-43 mm. of skin. For flat hemangiomas, it may be 
of advantage to use a still lower voltage, as 20 kV with 
a half-value layer of 1-01 mm. of skin. The dose of 
800 to 1,200 r is given in one sitting and is not repeated 
until after a lapse of at least 4 months. 

A series comprising 315 elevated and 87 flat heman- 
giomas is reported. For these cases the radiation was 
produced at 20 to 30 kV, with a half-value layer of 
1-0 to 2-0 mm. of skin. The treatment proved to be as 
effective as irradiation with a harder beam and the 
cosmetic results were superior. No instance of radio- 
necrosis was encountered on follow-up examination. 
The technic of treatment is described and the results are 
analyzed. For an account of the physical properties 
of ultrasoft rays the reader is referred to publications by 
Ebbehgj.—[Authors’ summary.] 
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467. Results of Radiotherapy for Tumours of the Brain, 
1945-54. (Ergebnisse der Strahlentherapie von Hirn- 
tumoren aus den Jahren 1945 bis 1954) 

H. SCHWENKENBECHER. Strahlentherapie [Strahlen- 
therapie| 100, 399-407, 1956 2 figs., 28 refs. 


This paper reports the author’s experience at the 
Strahlen-Institut of the Philipps University, Marburg— 
Lahn, in the radiotherapeutic treatment of 135 cases of 
brain tumour between 1945 and 1954 _ In 65 of these 
the diagnosis was confirmed histologically, while in a 
further 22 patients the type of tumour was considered 
to be clear from the clinical, neurological, and radio- 
logical findings. About three-quarters of the cases were 
‘reated with a fixed beam and the rest by the moving- 
feld technique, which came into use at the clinic 
cnly in 1952. In some cases the two methods of treat- 
ment were combined. The stationary fields were usually 
six in number and 48 sq. cm. in area, and the factors as 
follows: 180 kV, 0-5 mm. Cu filter, 15 mA, and F.S.D. 
40cm. The moving-field therapy was given with either 
an oscillating beam apparatus at 170 kV, 0-5 mm. Cu 
fitration, 11 mA, or with a rotating machine at 200 kV, 
(-2 mm. Cu filtration, about 20 mA, and focus-to-axis 
cistance 50 cm. The tumour dose aimed at in all cases 
was about 4,000 r, but in favourable and suitable cases 
tne course of treatment was repeated, the total dose in 
some cases reaching 9,000 r. Results are not given in 
cetail, but at December 31, 1955, of the 127 patients 
available for follow-up, 33 were alive, and 13 of them 
(of whom 8 had received pendulum therapy) were able 
to work. E. Stanley Lee 


«68. Carcinoma of the Posterior Tongue Treated with 
Radiation - 

C, L. MARTIN and J. A. MARTIN. Radiology [Radiology] 
66, 835-841, June, 1956. 4 figs., 17 refs. 


The authors differentiate neoplasms of the posterior 
third of the tongue from those of the anterior two-thirds 
both on embryological and aetiological grounds. They 
admit the difficulty but stress the importance of early 
ciagnosis, and also the necessity of adequate examination 
indirectly by mirror as well as by palpation. Between 
1936 and 1950 a total of 120 cases of primary carcinoma 
cf the tongue were seen, of which 40 involved the 
posterior third. Two-thirds of these patients were male 
and most cases occurred in subjects over the age of 50 
{no actual figures are given]. The primary treatment in 
all cases was by the implantation of low-intensity radium 
needles containing 1-33 or 2-4 mg. of radium. Lymph- 
node metastases were treated by radium needle implanta- 
tion or deep x-ray therapy; radical surgery was not 
primarily employed. While the radium was in position 
the patients were fed by nasal tube if necessary. 

In 35 of the 40 cases the neoplasm was verified by 
biopsy. Of the other 5 patients, 4 died in less than 
5 years, 3 definitely of cancer. Over-all, 15 patients 
(389%) survived for 5 years and were free of cancer for 
that period, the survival rate being similar to that for 
the whole group of 120 cases of tongue cancer, namely, 
33%. Im 22 cases which presented with (or later 
developed) lymph-node metastases, the survival rate 
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was 23% (5 out of 22) compared with a rate of 56% 
(10 out of 18) among patients whose nodes were not 
involved. Of 4 patients with bilateral involvement of 
nodes, none survived for 5 years. In the whole series 
25 patients died in less than 5 years, 17 of these deaths 
being due to cancer and 8 to intercurrent disease. 
Complications of treatment occurred in 11 cases, in one 
resulting in necrosis of the mandible and in 10 in minor 
ischaemic lesions. In the authors’ opinion the main 
unfavourable factors in prognosis are delay in seeking 
treatment and lymph-node involvement. Although the 
series is admittedly small the authors’ results compare 
favourably with those of a number of other workers 
with survival rates ranging from 9-8 to 23-4%. 
(Unfortunately, the authors do not clearly indicate the 
dosage given, the time—dose relationship, or the volume 
of tissue treated.] R. D. S. Rhys-Lewis 


469. Cobalt 60 Beam Therapy: Three Years Experience 
at Montefiore Hospital (New York) 

J. R. Fremp, H. GOLDBERG, W. TENZEL, C. L. OKRAINETZ, 
and M. I. Arar. Radiology [Radiology] 67, 200-209, 
Aug., 1956. 5 figs. 


The authors present a report on their 3 years’ experi- 
ence with the radioactive cobalt beam therapy unit in 
use at Montefiore Hospital, New York. This apparatus 
produces gamma rays equal in penetrating power to x rays 
produced by a 3-MeV machine. Its advantages over a 
conventional x-ray apparatus are enumerated, and 
details given of the design of the apparatus and of the 
special measures taken for protection of the staff. The 
authors are of the opinion that the advantages of this 
apparatus are purely physical. : 

Great importance is laid on accurate location of the 
tumour and exact determination of the volume of tissue 
to be irradiated, radiation physicists helping in the 
planning of treatment. The over-all treatment time is 
5 to 7 weeks and the dose varies from 4,000 r in cases 
of upper abdominal lesions to 7,000 r for tumours at 
more favourable sites, such as the larynx, uterine cervix, 
or bladder. The general constitutional effects and skin 
reactions are slight in relation to the high depth doses 
given, but local tissue reactions may be severe, although 
they can usually be controlled fairly easily so as not to 
interfere seriously with treatment. 

Most of the patients given cobalt beam therapy had 
advanced malignant disease, were considered surgically 
inoperable, or were suffering recurrences after conven- 
tional radiotherapy. The results in cases of carcinoma 
of the lung were no better than in those treated with 
ordinary x rays. Because of the advanced stage of the 
disease in the cases of cancer of the head and neck the 
results were not encouraging, and extensive necrosis 
occurred when surgery was attempted after a high dose 
of radiation had been given. 

The results of treatment of tumours at various other 
sites are also given, but in none was the long-term result 
very satisfactory, largely owing to the advanced nature 
of the disease, the development of widespread metastases, 
or the inherent insensitivity of the type of tumour to 
irradiation. V. M. Dalley 
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470. Leonardo and the Study of Anatomy at the 
Ospedale Maggiore, Milan, in the 15th Century. (Gli 
studi anatomici all’Ospedale Maggiore nel sec. XV e 
Leonardo a Milano) 

C. F. Biacci. Ospedale maggiore [Osped. maggiore] 
44, 405-410, July, 1956. 2 figs., 14 refs. 


Leonardo da Vinci (1452-1519) mentions in his manu- 
script notebooks dissections which he performed at 
Florence, Rome, and Milan. It is difficult to fix the 
times and places of his anatomical activities precisely, 
for the pages of his notebooks are rarely dated and are 
certainly not in their original order. The author brings 
forward on evidence which, he claims, sup- 
ports the theory that Milan was the scene of most of 
Leonardo’s anatomical work. 

Anatomical study of the human body had begun in 
Italy in the 14th and 15th centuries, long before the 
publication of the De Humani Corporis Fabrica of 
Vesalius in 1543. Sixtus IV (1471-84) authorized such 
studies, though with restrictions as to the number of 
bodies of different categories to be dissected. A statute 
of the Podesta of Milan issued in 1480, and certainly 
deriving directly from this, is quoted by the author: it 
allowed the medical faculty there to dissect, in a room 
reserved for the purpose in the Ospedale del Brolo (a 
subsidiary of the Ospedale Maggiore), the body of one 
criminal of the lowest class (alternately a male and a 
female) each year. As this position remained unchanged 
until Clement VII (1523-34) formally authorized ana- 
tomical demonstrations on corpses, the vast extent and 
accuracy of Leonardo’s observations on a range of 
subjects—which included children, old people, and even 
pregnant women—can be explained only as the result 
of dissections performed in secret. He himself mentions 
in his first anatomical notebook that he had minutely 
dissected “‘ more than 10 bodies”. It is unlikely that 
he was able to avail himself of facilities at the Collegio 
dei Nobili Physici at Milan as the College then had no 
building of its own, and in any case he was not qualified 
for membership. An entry in the archives of the 
Ospedale Maggiore in 1491 records a decision that the 
bodies of paupers dying there might be dissected, pro- 
viding that a drawing was made and preserved. The 
author suggests that Leonardo may have drawn some 
of these—and perhaps even superintended the dissec- 
tions—in view of his special experience and qualifica- 
tions; and that although the drawings have disappeared 
from the Hospital, some of them may in fact have 
survived among his manuscripts. 

Since Leonardo lived in Milan at a time when ana- 
tomical studies there were in a state of intense develop- 
ment—so much so, in fact, that the Deputies of the 
Ospedale del Brolo decided in 1499 that owing to the 
crowded conditions dissections could thenceforth be 
performed there only under licence from their chief—it 
seems likely that it was in Milan that he carried out the 
most important part of his work in this field. 


[The author’s arguments in support of his theory are 
not very convincing. This article should be compared 
with the account given by Saunders and O’Malley in 
Leonardo da Vinci on the Human Body (New York, 1952).]} 

Geoffrey R. Pendrill 


471. Gendron’s Enquiries into the Nature, Knowledge, 
and Cure of Cancers 

P. Mustaccui and M. B. SHIMKIN. Cancer [Cancer 
(Philad.)| 9, 645-647, July—Aug., 1956. 


In the 17th century a theory of “acid ferments ” 
replaced the classical Galenic incrimination of body 
humours in the development of cancer. At the turn of 
that century, however, a work was published entitled 
Enquiries into the Nature, Knowledge and Cure of Cancer, 
which was to sweep away much of the dogma and 
mystique of current ideas and replace them by a body 
of knowledge founded on observation and experiment. 
The author of this work, Claude Deshais Gendron (1663- 
1750), was a graduate of the Faculty of Medicine of 
Montpellier and later became a Court Physician. Some 
of his principles stemmed from his uncle, the Abbott 
Gendron, who had treated the Queen Mother Anne of 
Austria, mother of Louis XIV of France, for an incurable 
breast cancer. The Abbott had informed the autocratic 
Louis of the gloomy prognosis—a brave step in those 
days of the divine right of Kings. Indeed the medical 
care of Anne was, for a time, given into the hands of a 
physician who claimed to have cured hundreds of 
cancers with a secret remedy. Gendron’s uncle, pre- 
maturely superannuated, gave the King a written account 
of the complications that would ensue from this treat- 
ment, and time proved him to be correct. Gendron 
expanded his uncle’s knowledge, which was founded on 
clinical experience, and undertook dissections further to 
elucidate the complex problems of cancer. -He con- 
cluded that cancer began when an organ or tissue lost 
its original structure and became transformed into a hard 
growing mass. The process was irreversible and was 
not affected by the administration of drugs. Many of 
the clinical features of cancer were satisfactorily explained 
by pressure or spread of tumour. Many early tumours 
could be cured by local treatment, if the mass was 
limited to the site of induration and not spread by 
** filaments of the same nature as the tumor, which cannot 
be felt and yet are part of the cancer ”’. 

[Today, two and a half centuries later, we cannot claim 
to know much more about the nature of cancer than 
Gendron.] M. Sandler 
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